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PROCEEDI NGS
Call to Order and Introductions
DR. CGRCSS: This is a new day, so we are
going to begin by re-introducing everyone. | would
like to start off with Paul on the right.
DR. SELI GVAN: Good norning. Paul
Seligman, Director, Ofice of Pharnmacoepi dem ol ogy
and Statistical Science, CDER
DR KWEDER | am Sandra Kweder. | amthe
Deputy Director of the Ofice of New Drugs in CDER
DR DAL PAN. Gerald Dal Pan, Director,
Ofice of Drug Safety at CDER
DR BEITZ: | amJulie Beitz, Acting
Director, Ofice of Drug Evaluation I11.
DR CUMWMNS: | am Susan Cumrmins. | am
the Director of the Drug Safety Oversight Board.
MR LEVIN. Arthur Levin. | amthe
Consuner Representative on the Conmittee.
DR. CRAWORD: Stephanie Crawford, good
nmorni ng. University of Illinois at Chicago Coll ege
of Pharmacy.

DR FERRETTI - ACETO. Victoria
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Ferretti-Aceto. | amthe Executive Secretary for
the Committee.

DR. CGRCSS: Peter Goss. | amthe Chair
of the Departnment of Internal Medicine at
Hackensack University Medical Center, and Chair of

this Advisory Conmittee.

DR DAVIS: Terry Davis. | am Professor
of Medicine and Pediatrics at Louisiana State
Uni versity Health Sciences Center in Shreveport.
DR GOVEZ- FEIN: El eanor Gonez-Fein. | am
a pharmaci st at Jackson Menorial Hospital in Mam.
DR MANASSE: Henri Manasse, Chief
Executive Oficer of the American Society of Health
Syst em Phar maci st s.
DR. GARDNER: Jacquel i ne Gardner,
Prof essor, University of Washi ngton School of
Phar macy.
DR FURBERG  Curt Furberg, Professor of
Public Health Sciences at Wake Forest University.
M5. SHAPI RO  Robyn Shapiro, Director of

the Center for the Study of Bioethics at the
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Medi cal Col | ege of Wsconsin, and Professor of

Bi oet hi cs.

DR. HENNESSY: Good nmorning. My name is

Sean Hennessy. | do drug safety research at the
Uni versity of Pennsyl vani a.
DR. STEMHAGEN: | am Annette Stemhagen
fromUnited BioSource Corporation. | aman
epi demi ol ogi st, and | amthe Industry
Representative to this comittee.
DR CGRCSS: Thank you, all.
Victori a.

Conflict of Interest Statenent

DR FERRETTI-ACETO | will be reading the

Conflict of Interest Statenent.

The foll owi ng announcenent addresses the

i ssue of conflict of interest with regard to this

meeting and is nade a part of the record to
precl ude even the appearance of such at this
meeti ng.

Based on the subnitted agenda for the

meeting and all financial interests reported by the

conmmittee participants, it has been determ ned that
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all interests in firnms regulated by the Center for
Drug Eval uation and Research present no potentia
for an appearance of a conflict of interest at this
meeting with the foll owi ng exceptions:

In accordance with 18 U.S.C. 208(b)(3),
Dr. Peter Gross has been granted a waiver for his
menbership on an unrel ated Data Safety and
Monitoring Board for one of the affected firns. He
receives a fee of less than $10,001 per year. Dr.
Gross has al so been granted a waiver for his
ownership of stock in an affected firm val ued
bet ween $5, 001 to $25, 000.

Dr. Henri Manasse has been granted a
wai ver under 21 U.S.C. 355(n)(4), an anmendnent of
Section 505 of the Food and Drug Adm nistration
Moder ni zation Act, for ownership of stock val ued at
| ess than $15,001. Because the stock interest
falls below the de minims exenption allowed under
5 CFR 2640.202(a)(2), a waiver under 18 U. S.C. 208
is not required.

Dr. Terry Davis has been granted a wai ver

for her ownership of stock in tw affected firns.
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The stock val ues are between $5,001 to $25,000 and
$25,001 to $50,000. |In addition, Dr. Davis has
been granted a wai ver under 21 U.S.C. 355(n)(4), an
amendnent of Section 505 of the Food and Drug

Admi ni stration Mdernization Act, for ownership of
stock valued at |ess than $15,001. Because this
stock interest falls below the de mninis exenption
al | oned under 5 CFR 2640.202(a)(2), a waiver under
18 U.S.C. 208 is not required.

A copy of these waiver statenents may be
obtai ned by submitting a witten statement to the
Agency's Freedom of Information Ofice, Room 12A-30
of the Parklawn Buil di ng.

In the event that the discussions involve
any other products or firnms not already on the
agenda for which an FDA participant has a financial
interest, the participants are aware of the need to
excl ude thensel ves from such invol verent, and their
exclusion will be noted for the record.

Wth respect to FDA's invited Industry
Representative, we would like to disclose that Dr.

Annette Stenmhagen is participating in this neeting
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as a Non-Voting Industry Representative acting on
behal f of regulated industry. Dr. Stenhagen's role
on this commttee is to represent industry
interests in general, and not any one particul ar
conmpany. Dr. Stenhagen is enployed by United

Bi oSource. Due to conflicts, Dr. Stenmhagen has
been recused fromparticipation in the commttee's
di scussi ons of the risk managenent program for

i sotretinoin products.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvement wth
any firm whose products they may wi sh to conment
upon.

Open Public Hearing

DR CRCSS: At this particular point in
the agenda, we will begin the open public hearing.
Before that | need to read the statenent.

Both the Food and Drug Admi nistration and
the public believe in a transparent process for
i nformati on gat hering and deci si onmaki ng. To

ensure such transparency at the open public hearing
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session of the Advisory Committee neeting, the FDA
believes that it is inmportant to understand the
context of an individual's presentation

For this reason, FDA encourages you, the
open public hearing speaker, at the begi nning of
your witten or oral statenent to advise the
committee of any financial relationship that you
may have with any conpany or any group that is
likely to be inmpacted by the topic of this neeting,

For exanple, the financial information may
i nclude a conpany's or a group's paynent of your
travel, |odging, or other expenses in connection
with your attendance at the neeting.

Li kewi se, the FDA encourages you at the
begi nni ng of your statenent to advise the conmittee
if you do not have any such financia
relationships. |f you choose not to address this
i ssue of financial relationships at the begi nning
of your statenent, it will not preclude you from
speaki ng.

Can we have speaker nunber 1, please, and

the nane will appear on the screen
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MR, COCHRAN:. Good norning, everybody.
First of all, | have no financial encunbrances as
far as this meeting is concerned. As much as
would Iike to say | own a lot of stock in different
drug conpanies, | do not.

I am Ti m Cochran. | amthe Associate
Director of Industry Relations for Healthcare
Di stribution Managenent Associ ati on, HDMA, | ocated
in Arlington, Virginia, and I amhere to talk
really on the i PLEDGE program regarding
i sotretinoin distribution.

First, | should say | appreciate the
opportunity to go ahead and gi ve you sone
perspectives frommy conpany, HDVA, and its menbers
on the progress of the i PLEDGE program and provide
a coupl e of recomendations for future
consi derations by FDA and this group

For those who are not familiar w th HDVA,
we are the national trade association representing
primary, full-service distributor conmpanies in the
heal t hcare i ndustry, and we are responsible for

ensuring that billions of units of nedication are
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safely distributed to tens of thousands of retai
phar maci es, hospitals, clinics, nursing honmes, and
other provider sites every day, and this is across
the 50 states and the U S. territories.

As government |icensed entities,
heal thcare distributors ensure product safety and
provide the vital |ink between manufacturers and
heal t hcare provi ders by warehousi ng finished
product, processing orders, keeping records,
managi ng i nventory, and providing other services as
required.

On any given day, our nenbers deliver nore
than 9 mllion healthcare products to 142, 000
heal thcare sites, and this nation's pharnaceutica
distribution system provides a ready, reliable
source of nedications for patients when they need
themnost, in tines of illness and nmedi cal need.

HDVA nenmbers provide the essenti al
function with little public recognition and
visibility, but they provide a great savings to the
heal t hcare di stribution system of our country.

On behal f of HDMA and ny col | eague, Anita
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Ducca, our Senior Director of Regulatory Affairs
and Heal thcare Policy, who happen to have been
instrumental in providing distributor feedback to
hel p devel op and inprove the i PLEDGE program we
are very appreciative of the opportunity to have
wor ked with HDMVA staff, the manufacturers, sponsors
of the program and the other various industry
st akehol ders, such as NACDS, the Nationa
Associ ati on of Conveni ence Drug Stores, and the
Nati onal Community Pharnmacy Association, NCPA, in
overcom ng problenms, the initial challenges faced
with the conbined i PLEDGE program

Al t hough we feel several issues remain to
be fully addressed, we commend the cooperative tone
set by the FDA staff towards devel opi ng an
efficient and effective risk managenent program

I have noted the scope of the distributor
community's role in assuring safe and reliable
delivery of pharmaceutical products, to enphasize
the very significant processes that have been put
in place to manage this effort.

A program such as i PLEDGE or simlar
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prograns need to take into account the systens and
processes used by the distribution supply chain, or
i npl ement ati on can be unnecessarily disruptive to
the flow of prescription nedicines, it can be
undul y expensive as far as the exception processing
that m ght be needed for specific distribution of a
product, or, in the worst case, it may cause a
distributor to make the difficult business decision
that it is not a product that they can actually
carry, and that would be of course in no one's

i nterest.

Several of the outstanding chall enges we
believe still remain involve reporting of sales and
shipment data for the isotretinoin products. W
have worked diligently with the FDA, the sponsors,
and the manufacturers' representative, Covance, to
di scuss these issues, and | ook forward to further
communi cati on regardi ng potential resolutions.

We al so ook forward to the opportunity to
review the forthcoming i PLEDGE conpliance plan from
Covance. HDMA certainly understands the inportance

of this program succeeding, and certainly commits
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to work with the FDA and ot her industry
st akehol ders to that end.

As far as recommendati ons, we woul d urge
that in the creation of future risk managenent
progranms such as i PLEDGE, that HDMA and ot her
representative organi zati ons of the distributor
community be invited to participate in the
di scussi ons on program requirenents and operationa
i ssues very early, on the earliest stages of the
processes of that devel opnent.

HDVA actually only | earned of the i PLEDGE
programin August of 2005, which was really just
nmont hs before planned i npl enentation. G ven the
critical role that distributors are asked to play
in this program and the highly compl ex nature of
the healthcare distribution industry, we urge that
in the future, the Conmittee, FDA the
manuf acturers, and all other stakehol ders seek the
i nput at the very begi nning of the process.

W believe that early involvenent in key
deci sions, including those by this comittee, would

benefit all parties while supporting our nutua
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obj ective to provide these products to the patients
that need them

I'n concl usi on, HDVA commends the FDA,
Covance, and the sponsors, and the other partners
in the pharmaceutical supply chain for outstanding
efforts to support the distribution, dispensing,
and use of isotretinoin, and | thank you very nuch
for the opportunity to speak here today.

DR. CGRCSS: Thank you, M. Cochran.

Speaker nunber 2, please.

DR THI BOUTOT: Good norning. M nane is
D ane Thiboutot. | amthe Chairperson of the
Ameri can Acadeny Dernatol ogy's Task Force on
| sotretinoin.

In terms of disclosure, | also serve on
the Scientific Advisory Board for Covance with
regard to the i PLEDGE program but | have received
no honorarium nor financial support fromthem |
al so have no conflicts with the manufacturers of
i sotretinoin.

My travel here today has been paid for by

the Anerican Acadeny of Dernatol ogy.
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I didn't realize that Timwas speaking
today on behal f of HDMA. The American Acadeny of
Der mat ol ogy al so takes part in the i PLEDGE program
I hadn't planned to address it, but ny point is the
sane basically, that fromthe begi nning we have had
little to no opportunity to provide input into this
very critical and very large system this very
| arge risk managenent systemthat has been put in
pl ace.

The main purpose of nmy visit here today is
to, in a public forum ask for the opportunity to
have a delay to the mandatory start date of March
1, 2006 of the i PLEDGE program for a variety or
reasons which I will enumerate today.

The information that | will convey today
has been conveyed in previous avenues to
representatives of Covance, as well as
representatives of the manufacturers, and sone
aspects of it have been also given to the FDA, as
wel | .

I understand that today's session is an

i nformati onal session, and |later today you will be
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hearing nore about the i PLEDGE program however,
you are not going to hear fromthe prescribers
perspective how this program has been affecting the
prescribers in practice.

Before |I begin, | would just like to cal
attention to some of the docunentation that you
m ght have. | |ooked on the web site, and you
probably have been provided with the isotretinoin
ri sk managenment programin part of your packet.

If you call attention to page 3 of that
ri sk managenent program where it outlines the
cl eari nghouse responsibilities for the i PLEDGE
program if you are able to find them the Item No.
1in terns of the clearinghouse responsibility is
to provide a secure system

The systemis quite secure, in fact, to
the point that prescribers and patients are having
difficulty accessing it.

Point No. 2. The system should be
user-friendly, real-tine, rapid, direct,
accessi ble, and avail able 24 hours a day. 1In the

information that | will provide to you today,
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think you will realize that perhaps this objective
has not been net.

IltemNo. 3 is to ensure that health
prof essionals and other staff are accessible to
talk to patients and rapidly address any concerns
or problens with the registration, qualification,
or approval process.

I think that the information that |
provide to you today will indicate that Item 3, the
obj ective has not been net. Furthernore, | have a
question in regard to where is the quality contro
for the cl earinghouse process. | understand that
there is internal quality control, but I am unaware
of external quality control, and | am concerned as
this program mandatory start date is schedul ed for
March 1st, 2006.

I would like to briefly read a prepared
statenment |ess than half a page, and we al so have
recei ved over 200 testinonials from prescribers
across the country that have been coming to the
Acadeny's office.

Yest erday, we asked for input fromthe

file:///C)/dummy/0210DRUG.TXT (19 of 198) [2/21/2006 11:37:19 AM]



file:///Cl/dummy/0210DRUG.TXT

Der mat ol ogy Nurses Associ ation, and requests for
additional information was put out, and within a
24-hour period, the President of the Derm Nurses
Associ ation received over 150 e-mails outlining the
difficulties that have been encountered in the
practice setting.

As you know, the i PLEDGE system goes
beyond regulating a drug to really regulating the
practice of nedicine. Under previous prograns,
prescribers have adjusted their practice patterns
to conply with the regul ati ons.

Prescribers are now attenpting to adjust
their practice patterns to conply with i PLEDGE, but
are failing because they have not been provided
with the necessary details to incorporate the
i PLEDGE programinto their practice, and
furthernore, they are failing in their attenpts to
get the needed information and materials fromthe
i PLEDCE call center or web site.

The systemis cunbersone and many of its
components with regard to nmal es and fenmal es who

cannot becone pregnant are illogical and appear to
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be dictated by the confines of a conputer program

Prescri bers have been asking for
operational details since |last August. These have
not been avail able in advance, because we were
repeatedly told that this system for reasons that
we are yet to understand, was being rolled out in a
just-in-tinme fashion with little to no opportunity
for input on the part of the stakehol ders.

In effect, although this was not
originally intended, prescribers have had the
opportunity between January 1st and now to begin to
utilize this system Rather than work out the
problens in test sites, as recommended by the
Acadeny last fall, all practices and all pharnacies
and all wholesalers in this country have in effect
been serving as test sites since January.

The results to date are a disaster.

Phar maci es, prescribers, and patients are confused
and frustrated. Wiits on the phone |ines of over
an hour are occurring. Patients and prescribers are
| ocked out of the web site. Repeat visits to

doctor's office are occurring in attenpts for
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patients to get prescriptions. Patient care and
safety are being conprom sed, the very things that
the programis designed to prevent.

First inpressions are |lasting inpressions.
If the mandatory start date of March 1st is not
del ayed to allow prescribers and patients the
necessary information and details to conply with
this program there will be significant dropout at
all levels, forcing frustrated patients and
famlies to purchase the nedication on the
I nternet, because they have been unable to obtain
it through their physician, whose attenpts to work
within the system have failed due to the mandatory
i npl ementation of a known operationally flawed
system

The scope and nagni tude of the
difficulties in inplenmenting this program at al
| evel s, whol esal er, pharmacy, prescriber, and
patient, have been grossly underesti mated. W do
not see that additional resources, such as cal
staff or rapid inprovenents, are being rmade to the

web site to help renedy this situation
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We urge you, as representatives of the
FDA, that in the interests of patient safety and
with the interest of any potential future success
of this program to delay the nandatory start date
of March 1st for two nonths in order to provide
prescribers and patients the details and the
materi al s needed to adjust their practices to
comply with this program

I would now like to read just a couple
testinmonials fromsone of our prescribers. These
are ones we have received fromour web site.

I want to relate ny experience with
attenpting to register a patient with the i PLEDGE
program | do not use the Internet in my office,
so | first attenpted to use the automated phone
system | punched in ny ID and then ny password.
| was told that the two did not match, so | tried
again with the password that was given to ne.
Again, no match. | called back and nmy only option
was for talking with a person was to press the
option for a patient wishing to register with the

program
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I was given a case nunber, transferred,
and after waiting on hold for quite a while, | was
cut off. | tried again. | explained ny situation
to the operator. She inplied to ne that she woul d
| et me speak with a supervisor, but instead
attenpted to give nme another case nunmber. | had no
nmore tine.

| took the patient information hone. |
| ogged on to my honme conputer. | entered the data.
I was given another nunber, but no option to submt
it. This patient remains unregistered.

I amvery frustrated with this and I am at
the point very reluctant to prescribe isotretinoin
as | have fears that treatnent night be interrupted
by nmy inability to register patients. | feel that
t he deadline nust be extended until the kinks are
wor ked out of the systemand it becones
user-friendly or just usable.

Comment No. 2. | was just registering a
femal e isotretinoin patient and cane across a
glitch in the program After registering the

patient, | proceeded to the Managed Patient Section
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to confirmcontraceptive counseling. It asks you to
enter the date of the counseling. | entered the
date of the visit, which is when | counsel ed.

Next, you enter the date of the visit. |
entered yesterday's visit date because this is when
the visit occurred. It gave ne a nessage that the
date | entered was invalid. | called the i PLEDGE
systemand was told that the programonly all ows
you to enter today's date as the visit date even if
you saw the patient yesterday.

Conment 3. The problemis that with the
new systemcalled i PLEDGE, it is not workable in
its current form M staff and | have spent over
100 hours trying to help our patients get their
needed nedication. Unfortunately, we have not been
able to register and treat our patients despite
carefully following all of the new FDA gui deli nes.
Thousands of physicians across the country are
havi ng the probl em

One of the main problens is that all of
the details needed to use this conmputer system are

not available to prescribers. There is no help
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section on the web site and for us to try to get
answers to the questions, the waits on the phone
can be very long, an hour, two hours. You are
oftentimes put into an answering nmachi ne where you
m ght get a call back that day or you might get a
call back three days later.

In order to use the system we need to
know the rules that we need to use it.

I could go on for a long time, but | am
not going to. | just want to share with you sone
of the cases and some of the people from ny
practice that this system cones under their
jurisdiction.

The main problemis |ockout. W are not
able to use the system W are trying, we haven't
been provided with the materials that we need.
These are the patients that we are treating

If you look at this young gentleman, if
this child were your son, you would have a concern
He needs to go to high school every day. He has
this appearance. |Isotretinoinis the only

medi cation that will help a child like this. |If
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you can imagine, if this child is not able, despite
his best efforts to get his nedication through his
physi ci an, these kids are conputer savvy. He is
going to go to the Internet. He is going to find
anot her way to get the nedication.

This system needs to be halted as of March
1st, we need to have the opportunity to give the
system a chance and to nmake it work.

This is acne scarring. Acne scarring is a
very rapid process. Wen soneone has acne to the
degree that these patients have, every day counts.
This computer system |l ocks patients out for a
23-day period or a 30-day period, and right now the
way that the programis happening is that patients
and prescribers are being | ocked out due to system
failure, not due to the fact that the doctors
aren't trying, not due to the fact that the
patients aren't trying

Patients need a password. They have to
get their prescription within a 7-day w ndow.
O'tentines the password isn't arriving at their

honme until 7 to 10 days later. How are they going

file:///C)/dummy/0210DRUG.TXT (27 of 198) [2/21/2006 11:37:19 AM]



file:///Cl/dummy/0210DRUG.TXT

28
to get their nedication in a 7-day w ndow when they
haven't gotten their password?
If you wait another 23 days, you are
running the risk of scarring.
Anot her patient. You oftentines don't see

people like this on the street anymore because of

the nmedication isotretinoin. | understand its
problenms, | amfully aware of its teratogenic
potential. | amenbarrassed that in the past

per haps that people were not conplying with the
measures that they should have conplied with. |
feel very strongly about that.

For any chance of this programto have
success, the prescribers and the patients need to
be aware of the rules. W are willing to abide by
the rules, but right now we don't know t hem

Anot her exanple. You can see that
patients with appearance such as this can be quite
bot hered psychol ogically and physically by this
problem If this conputer systemis not as in the
program guidelines, if it is not user-friendly, if

it is not real-tine, and if it is not available 24
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hours, 7 days a week, the problemw th diversion is
goi ng to occur.

Again, | would like to urge you to del ay
the mandatory start date of March 1st.

DR. CGRCSS: Thank you, Dr. Thi boutot.

Next on the agenda is to hear from Dr.
Geral d Dal Pan about Ofice of Drug Safety Updates.

Ofice of Drug Safety Updates

DR. DAL PAN: Good norning and wel come
back to day two of our advisory conmmittee.

What | would like to do is just take about
10 or 15 minutes to update the comittee on sone
new devel opnents in the Ofice of Drug Safety that
occurred since our last neeting in May 2005.

[Slide.]

The first thing | want to update on is the
O fice Leadership. The office now has a new
permanent Director. That is ne. W also have an
Acting Deputy Director, Dr. Jonca Bull

Many of you know our Deputy Director, Dr.
Anne Trontell. Dr. Trontell has gone on a one-year

detail, which is governnent speak for a tenporary
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assignnent, to the Agency for Heal thcare Research
and Quality, where she is Senior Pharnmaceuti cal
Qut comes Advisor in the Center for Qutcome

Ef fectiveness. She hopefully will learn a | ot
there and we | ook forward to her coming back in a
year to share what she has | earned with us.

In addition to nyself and Dr. Bull, our
of fi ce | eadership consists of M. Kathleen Frost,
who is our Associate Director for Regulatory
Affairs.

I amal so pleased that M. Ralph Lillie,
who was the Acting Director of the Ofice of Drug
Saf ety from January of 2005 through | ate Novenber
2005, when | took over, has agreed to stay on, and
his role will be really organizational and
operational issues within the office.

In addition, Dr. David G aham whom you
heard yesterday speak, will continue in his role as
Associ ate Director for Science and Medi cine.

Earlier this week, we also announced to
our staff that one of our senior epidemn ol ogists,

Dr. Judy Staffa, will be on a 120-day tenporary
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assignnent in the Ofice of the Director, reporting
directly to me, where she will coordinate our
of fi cewi de research activities.

I will be tal king about sone of our
efforts in these areas later in ny talk. Dr.
Graham yest erday al so spoke about the contracts we
have to do epi dem ol ogi cal studies. So, in her
role, Dr. Staffa will be coordinating a | ot of
these efforts, and she will be working closely with
Dr. Grahamon the interface of science and
epi dem ol ogy in our office.

[Slide.]

At the level of our divisions, we have
three divisions in the Ofice of Drug Safety. That
i s unchanged. W have the Division of Drug Risk
Eval uation, and that continues to be headed by Dr.
Mar k Avigan, who is the Director of that division.

Since our last neeting |ast May, a Deputy
Director has joined that division. That is Dr.
Rosermary Johann-Liang. She is a pediatrician and
i nfectious di sease specialist.

The Division of Surveill ance, Research and
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Conmruni cati on Support was the division that |
formally directed before ny current position, and
that is nowin the hands of Dr. Tony Pi azza-Hepp,
who had been the Deputy Director, and is now
serving as the Acting Director

Finally, our Division of Medication Errors
and Techni cal Support continues to be |ed by Carol
Hol qui st and Deni se Toyer.

[Slide.]

I am going to change gears a bit and talk
about sonething that Dr. Gal son announced | ast
Cctober, and this is sone reorganization within the
Center for Drug Eval uation and Research. This is a
Center |evel reorganization, and it is not an
Ofice of Drug Safety reorgani zati on per se.

The goal of the organization cones out of
the commitnent of CDER to sustain
mul tidi sciplinary, cross-Center approach to drug
safety.

Because of that, he wants drug safety
activities placed in the organization in a way that

reflects this high level of commtnent. He also
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recogni zes the need for focus and consi stency and
i nprovenent in communi cation about drug risks and
benefits, and the need for focus for cross-Center
policy devel opment as this relates to drug safety.

Anot her goal of his reorganization is to
find a home in the Center for what are known as
critical path activities. These are activities for
basically smarter drug devel opnent. The O fice of
Drug Safety is not a central part of that, so
won't be tal king about that anynore. W are
involved init, but there are others in the agency
who are taking the | ead on that.

[Slide.]

So, as part of this reorganization for
drug safety, Dr. Galson is creating a new position
an Associate Center Director for drug safety policy
and ri sk comuni cati on, and he wants to consolidate
certain risk comruni cation activities that are
currently spread across the Center

Dr. Paul Seligman is leading the effort to
create this office. It is inmportant that this is

not the Ofice of Drug Safety, and the Ofice of
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Drug Safety will not be reporting to this Associate
Director, but rather will be working closely with
it.

Wth regard to the Ofice of Drug Safety,
Dr. Galson will be elevating our organizationa
status to a direct report to the Center Director,
so | will be reporting directly to Dr. Gl son

Then, as part of the critical path
initiative, he is creating what is called a new

"super-office," which is an unbrella office
overseeing two offices, and OCPB is Ofice of
Cinical Pharmacol ogy and Bi opharnmaceutics, OB is
the Ofice of Biostatistics, and this office will
be responsible for the critical path projects and
other cross-cutting scientific activities.

As | said, we will be working with them
but we won't have primary responsibility for this
initiative in the Ofice of Drug Safety.

[Slide.]

Let me turn attention now to sonme of the

dat abase acqui sitions we have acquired.

You heard Dr. Graham yesterday give the
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results of a feasibility study fromfour different
organi zations with |inked pharnacy-nedical clains
dat abases.

We signed these contracts in Septenber of
2005, and what these contracts allowus to do is to
have our epi dem ol ogi sts work with epi dem ol ogi sts
and ot her experts at these organizations, to
col l aboratively work on their data sets to answer
specific drug safety questions.

Those four organi zations are the HVO
Research Network at Harvard PilgrimHealth, the
Kai ser Fami|ly Foundation, Vanderbilt University,
and I ngenix or i3Drug Safety. Let ne just go over
what these databases are.

[Slide.]

The Harvard Pil gri m Heal t h/ HMO Resear ch
Net wor k consi sts of eight HMOs in geographically
diverse areas with a total nenbership of 3.2
mllion nmenbers. They have el ectronic nedica
records available for six of the eight sites. That
goes beyond the clainms data, but actual nedica

records el ectronically.
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The Kai ser Family Foundation has data on
6.1 current menbers in northern and southern
California. It has a fully integrated database and
is linked to vital statistics and cancer
registries.

It also has a unique formulary limted to
sel ected drugs and indications.

Vanderbilt University conbines data from
two state Medicaid popul ations, the State of
Tennessee and the State of Washi ngton, has a total
menbership of 2.2 mllion nmenbers, sonme who are
medi cal ly at high risk, such as the poor and
nursi ng hone residents.

I ngeni x, or i3Drug Safety, has a
geographi cal ly di verse insured popul ati on of about
12 mllion menbers. They also have sone | aboratory
data avail abl e which the others don't have.

So, you can see that these data sources
are conplenentary to each other. What our contract
allows us to do is work with the scientists and
epi dem ol ogi sts at these organizations to answer

specific drug safety questions, so involves the
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feasibility step that Dr. G aham di scussed

yest erday, basically asking the question do they

have enough patients taking the drug of interest,
do they have enough outcones of interest, and wll
we be able to relate the two.

So, we would work with staff at one or
nmore of these depending on the question to devel op
a protocol and conduct the research.

[Slide.]

We spoke | ast May about the upcom ng
Medi care prescription drug benefit and the data
source, that that may be an additional data source
to us, and our epi deni ol ogi sts have been wor ki ng
with the Center for Medicare and Medicaid Services,
as well as the Agency for Healthcare Research and
Quality staff to understand better the nature of
CM5 dat a.

As a Medicare Part D, the prescription
drug benefit just went into effect, so there is no
data in that database now, so our current efforts
are focused on developing a pilot study to use Part

B data for a drug safety study largely to
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under stand t he Medicai d data.

It is quite conplex to work with, and we
are working with AHRQ and CMV5 for our
epi dem ol ogi sts to understand it, and we are stil
in the | earning/exploratory phases of that, so we
don't have any results or anything concrete to
report, but we are pursuing this avenue.

[Slide.]

We al so spoke | ast May about active
surveil l ance. Just by way of background, when we
tal k about MedWatch reports or reports on our
Adverse Event Reporting System dat abase, we are
tal ki ng about a passive spontaneous surveill ance
system where we rely on patients and physicians and
prescribers to send either to us or to the
conpani es, to pharnaceutical conpanies, reports of
adverse events when they observe one.

Conpani es, of course, are under an
obligation to report those to us, so we have to
wait for this information to conme in, and active
surveillance, we would want to identify data

sources that we can actually tap into to see if we
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can identify new safety signals before a passive
surveill ance systemwoul d bring themto us.

So, as part of that effort, we issued what
is called a Request for Information in April 2005.
That is where we asked the public tell us what is
out there in this area, so it is not a Request for
Proposal where you actually say we want to buy
sonething, this is what we want to buy. This is one
step before that. W just want to know what is out
t here.

We received the responses in June 2005,
and the responses are still currently under review
It has taken a while to review them largely
because our epidem ol ogi sts, who are the nmain
drivers for this effort, have been busy getting the
epi dem ol ogy contracts noving, and they have al so
been busy with the CVMS, but we hope in the next
month or two to review them and then deci de on what
the next steps will be.

[Slide.]

O her Devel opments. We noved to Wite

Cak. White Cak is the new canpus for the FDA
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consolidation |ocated in Silver Spring. The Center
for Drug Evaluation and Research will occupy two
buil dings there, and the first of those buil dings
was occupied late last summer, early fall of 2005
The second building, the foundation is just being
pour ed now.

The O fice of Drug Safety noved to Wite
Cak in Septenmber of 2005 and all our offices are on
the third and fourth floors of the D w ng.

In addition to the Ofice of Drug Safety,
many ot her CDER conponents noved out there
including the entire Ofice of New Drugs, so now we
are all in one building.

For those of you who aren't familiar with
how we were geographically spread out, the Ofice
of New Drugs was based in three different
bui I dings. One was the Parklawn Buil ding, the
other was an office building about a mle and a
hal f north of the Parklawn Building, and the other
one was in an office building about 8 or 10 niles
north of the Parklawn Buil di ng.

So, the day-to-day col |l aboration was
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mai nl y by phone and e-mail. Now, we can have nore
i n-person collaboration. | think that is a very
positive benefit.

Finally, we have sone, what are called
"Process | nprovenent Teans." These are teans that
are exam ning how we do our work and how we can do
it nore efficiently.

The O fice of New Drugs has a Process
| mprovenment Team examining its roles and
interactions in postnmarketing drug safety, and the
Ofice of Safety has a Consult |nprovenent Team
whi ch is exam ning the work products we produce in
response to queries frompeople in other parts of
the Center.

So, we are expecting to have sone results
fromthat in the next six nmonths or so, and we wl|
act on whatever inprovenments are needed to inprove
our process.

I think that is all | have. Thank you.

DR GRCSS: Thank you, Dr. Dal Pan. That
sounds |ike inportant positive inprovenents.

We have tinme for sonme questions of Dr. Dal
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Pan.

Yes, Annette.

Questions and Answers

DR STEMHAGEN. | was wondering if you
could just talk a little bit about your office
i nvol venent in risk nanagenment prograns and
strategies in devel oping them Does that cone out
of New Drugs, does it cone out of your group, or
how i s that coordi nated?

DR DAL PAN. The risk managenent program
is a collaborative effort of the Ofice of New
Drugs and the Ofice of Drug Safety. W coordinate
a lot of these efforts in our office. W have a
staff that reports directly to nme, that coordi nates
ri sk management pl ans.

Ri sk managenent plans often invol ve,
within the O fice of Drug Safety, two or three of
our divisions, so it's a cross-office function
dependi ng on the specific issues, because the plans
vary, but then we also work closely with the Ofice
of New Drugs on these plans.

DR STEMHAGEN:. So, do you get to review
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all the risk maps that are part of the NDA filings?

DR. DAL PAN:. Yes, we do.

DR GRCSS: Art.

MR LEVIN. Just as sort of a followup on
that. We heard sonme public testinobny today that, if
true, and | assune it's true, speaks to sone
di sturbi ng operational issues about the risk
managenent program for Accutane, that nmany of us
were involved in, in recomrending.

How woul d your office respond, | nean your
joint collaborative effort with Ofice of New Drugs
respond to this kind of problemin terns of the
operationalizing of a risk nmanagenent program
havi ng some uni ntended consequences.

DR. DAL PAN: | think with regard to the
isotretinoin plan, the i PLEDGE, | think we are
going to hear about that fromDr. Lindstromlater
and | think Dr. Kweder will be able to answer
speci fic questions about that.

I think that is a broader issue. W are
interested in devel oping nethods to really

understand, to really evaluate risk nmanagenent

file:///C)/dummy/0210DRUG.TXT (43 of 198) [2/21/2006 11:37:19 AM]



file:///Cl/dummy/0210DRUG.TXT

plans. | think that is something that we are
trying to incorporate in all these plans, howto
eval uate the effect of the plan, and that is an
ongoi ng effort.

DR SELI GVAN: Just one brief conment.
Qperationally, within the Center, though, there is
a wor ki ng group between the Dernmatol ogy Goup in
the O fice of New Drugs and the O fice of Drug
Saf ety that works regularly, as well as in
consi deration of some of the concerns that were
rai sed today, as well as those that have been
witten to us, they work as a working group
together to jointly address those concerns.

DR CRCSS: Curt.

DR. FURBERG | think we shoul d appl aud,
commend you for the devel opnents. | think what you
are doing is strengthening your office, and there
is probably still a long way to go.

We hear about you are understaffed. W
heard about research projects that we can't fully
support. Dr. Gahamls study needs nuch nore noney

to give us neaningful answers in a tinely way.
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We heard about the bottleneck getting the
active surveillance prograns anal yzed and maybe
funding. | mean it all cones down to funding as
far as | can see. | mean that is the bottleneck
for further devel opnent and strengtheni ng your
pr ogr am

So, could you comment a little bit about
the funding situation, what the situation is today,
and what are you doing to get nore nobney, or is
there any way that we can go on record supporting
requests for additional funding?

DR. DAL PAN: Let ne answer that in a
stepwi se way. We can always do nore with nore
That sounds self-evident, but it is also true.
There is sone additional nobney appropriated by
Congress, an additional $10 mllion for drug safety
in the '06 budget, and a portion of that is
specifically allocated to the Ofice of Drug
Safety, so we will be using that.

We haven't finalized how we are going to
use that, but it will alnost certainly be used to

i ncrease the nunber of staff we have, and if we
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have sone noney |left over, then, to go for
addi tional data sources.

One of the things that we will be doing is
really seeing how efficiently we can work, work as
smartly as we can. W have a very, very dedicated,
talented staff, and | amjust going to try to make
their working conditions as good as possi bl e.

DR SELIGVAN. My | make an additional
point, M. Chair? As you know, Dr. Furberg, we are
currently supporting a study bei ng done by the
Institute of Medicine, |ooking at drug safety and
at the FDA, and one of the charges to that
conmittee is to look at the way we are resourced,
whet her there is additional resources or the
| egislative authority or other things that we need.

There is certainly nothing to prevent
either you or the conmittee from providi ng any
i nformati on or suggestions or ideas to that
Institute of Medicine group. They are certainly at
a critical phase in their deliberations and any
additions or ideas that you have, | think would be

nmost wel cone to them
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DR GROSS: How should that infornation be
provi ded to thenf

DR. SELIGWAN: | can give you the contact
informati on and the project officer for the
Institute of Medicine.

DR. CGRCSS:  Henri .

DR. MANASSE: | would like to pursue, Dr.
Dal Pan, further the operational issues relating to
drug distribution and restricted drug distribution,
some of which we will get intoin ternms of the
i sotretinoin |ater on today, but ny data suggests
we have 26 drugs, biologics and vaccines that are
now on sone sort of a restricted drug distribution

We shoul d probably validate ny information
agai nst yours, because | think the comittee ought
to look in a very conprehensive way the various and
mul tivari ate approaches that have been taken for
restricted drug distribution

As we have heard this norning fromsevera
of our speakers, and as we will hear later on
today, restricted drug distribution, while it has

good intentions, has significant operationa
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chal l enges at the level of practice, that is,
practice of physicians and the practice of
phar maci st s.

As you might imagine, it is incredibly
ti me- consumi ng and consequently, incredibly costly
for whom no one pays.

What | hear from our 32,000 nenbers, is
that the pharmacy departnents in hospitals are
havi ng increasingly to staff these restricted drug
di stribution prograns, and, of course, that
staffing conpetes with the nornal work that goes on
in pharmacy departments. Particularly in
hospital s, that workl oad continues to increase
given the acuity of patients and the intensity of
drug use.

So, ny suggestion is that the FDA sit down
with those folks who are on the front line, and
let's ook at these 26 drugs nore conprehensively
and let's tal k about perhaps new nousetraps that
nm ght be considered as to how we go in this
direction.

My own prediction is that we likely will
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add to the list of restricted drugs, and it seens
that it would be nore prudent and thoughtful to
begin to work prospectively about how we manage
this new kind of distribution system

DR DAL PAN. Thank you for that comment.
I think we al so recognize that there have been
problenms with sone of these restricted distribution
systens, and that is part of what the eval uation of
ri sk managenent plan is about.

Better ways to do that, | think would be
wel cone. Do you have anything to add?

DR. SELIGVWAN: | would just add | think
your suggestion is an excellent one. | nean we
have now accunul ated sufficient experience through
these various prograns to | think now have an
intelligent and robust discussion about what is
wor ki ng and what is not.

DR. KWEDER: | can give one exanpl e of
where we have already begun to do sonething like
this, but certainly not on the scale that we
bel i eve i s needed.

Just by way of comment, unti
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isotretinoin, nost of the restricted distribution
progranms with maybe one or two other exceptions
have been single product, you know, single

manuf acturer distribution systens, which when you
start getting into nultiple manufacturers, and
particularly taking drugs that were previously not
restricted and restricting themin different ways,
there is a whol e different universe of

consi derations, which are responsible for some, but
not all of the things that we have heard today, and
we will talk nore about.

But one of the things that is comon to
many of these prograns is the need for pregnancy
prevention, and we have certainly had rmuch
experience in trying to devel op pregnancy
prevention prograns. A |lot of these drugs do
af fect fetal devel oprent.

We are in the process of witing a
gui dance docunent for the industry to try to
provi de sone advi ce and standards for how to put
together in any distribution systemwhere

preventing pregnancy is inportant, sone, you know,
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hel pful hints is one way of looking at it, but also
establish sonme standards for what is acceptable and
what is not, not enough.

DR CGRCSS: Any ot her questions or
comment s?

DR. DAVIS: | have a question. This may
be naive, but are restricted drugs available in an
unrestricted manner over the Internet?

DR. KWEDER: Yes, they are in many cases.
For al nost any restricted drug, one can go to the
Internet and find sonme source where one night be
abl e to purchase that drug, or what is at |east
clained to be that drug.

This is a very, very difficult problem
Most of the manufacturers of the legitimtely
restricted but distributed products, work to try
and ninimze that. They report new Internet
sources to us. Many of those sources are
international, and we really don't have a | ot of
control over them

We try, our Ofice of Conpliance spends a

lot of tinme trying to identify sites and sources,
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and do what they can to try and shut them down, but
it is an uphill battle.

DR. CGRCSS: Inportant problemfor the new
wor | d.

If there are no other questions or
comrents fromthe panel, then, Dr. Susan Cunmi ns
will talk about the new drug safety initiatives and
the Drug Saf ety Oversight Board.

New Drug Safety Initiatives and the
Drug Safety Oversight Board

DR CUMNS: Good norning. | want to
thank you for inviting me to talk to you about the
many new drug initiatives going on in the Center
You have heard about some of them already from Dr.
Dal Pan, | will touch on themagain, and | wll
focus on the Drug Safety Oversi ght Board.

[Slide.]

I want to begin just by giving a brief
review of the drug safety | andscape that we are
living in right now, and then we will review Dr.
Crawf ord' s Novenber 2004 announcenent, Secretary

Leavitt's February 2005 announcenent, and then talk
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a bit nore about the Drug Safety Oversight Board,
what it is and what its role is.

[Slide.]

First, | want to enphasi ze sonething that
I know you appreciate, that drug safety is a top
priority for all of CDER and that that priority
pl ays out at every stage of the product life cycle,
both in the pre-NDA phase, all the way through the
devel opment and early nmarketing and revi ew of new
drugs, and into manufacturing and the regul ati on of
drug quality in generic drugs, and in the
regul ation of clinical trials and pronotiona
activities.

As you have heard, we are comitted to
doing nore with nore resources. It's a very
important priority for CDER

[Slide.]

It is such an inportant priority that in
poi nt of fact, half of all of CDER s work effort is
focused and devoted to drug safety.

Many of you may not know this, but we do

time accounting twice a year to | ook at how PDUFA
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funds are bei ng expended, and every staff nenber in
CDER has to account for their time according to
various kinds of work activities.

When we went back and anal yzed the 2004
time accounting data, the data that has | ooked at
actual effort by CDER staff, we |earned that half
of all CDER staff tine is conmtted and devoted to
drug safety efforts.

O that 100 percent, 32 percent is focused
on pre-market drug safety efforts, and that
reflects the efforts over tine to collect nore
safety data prior to marketing of a product, and 18
percent of that time is focused on post-marketing
safety work efforts.

[Slide.]

Now, the drug safety |andscape, | just
want to touch on all the real mof controversy,
because despite the fact that we are a regul atory
agency with laws, with regulations, and with
gui dances that spell out in substantial detai
exactly how we are supposed to address drug safety,

this area renmmins an area of great controversy, and
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55
I know you, with your specific expertise, can
really appreciate that.

The bottomline is despite all the
| anguage efforts and spelling out exactly how we
shoul d focus on drug safety through | aws,
gui dances, and regul ations, there is the mx of
sci ence, judgnment, and policy that plays into the
controversy, and each of those areas has wiggle
roomthat can create controversy about specific
products or drug safety in general

[Slide.]

So, despite all the rules, there is lots
of room for honest disagreenent. Honest, devoted,
dedi cat ed professionals |ooking at the sanme data
can honestly di sagree about how to interpret it or
what its nmeaning is in terns of nanaging a specific
safety issue.

They can di sagree about how safe
constitutes a safe product, that we have no single
sinmple risk-benefit equation that we can apply to
all products in a straightforward way and determ ne

this neets the test of benefit versus risk, and
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this drug does not.

There is always a tension between the
drive for innovation and the devel opment and
i ntroduction of new products versus the need for
greater assurance of safety through | arger and
| onger safety studies.

[Slide.]

This article fromthe Washi ngt on Post | ast
April has two quotes which set these goal posts
think quite well.

The first from Representative Thonas
Bliley fromVirginia in 1995 who said, "It just
breaks ny heart when | think of Anerican citizens
having to go to Switzerland or Mexico to get the
drugs and devices they need to stay alive because
t he Washi ngt on bureaucracy won't approve them"

Contrast that with this quote from Senator
Grassley fromlast year saying, "Wen the FDA
approves a drug, it should be a Good Housekeepi ng
seal of approval. Consuners shouldn't have to
second- guess the safety of what's in their nedicine

cabi net. "
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[Slide.]

Now, in 2004, Acting Conmi ssioner Crawford
announced a 5-point plan to inprovenent the
managenent of drug safety concerns within CDER |
just want to touch on that plan now, so that you
have an update on it.

You have heard first that we have
sponsored an Institute of Medicine study of the
drug safety system That study is well underway.

A report is due out in July of 2006, and just to
enphasi ze the substantial national interest in this
study, the first opening neeting of that Center was
actually telecast on C Span, which is a very
unusual event at the Institute of Medicine.

The second was to inplement a program for
adj udi cating differences of professional opinion.

Di fferences can occur at the individual |evel anpbng
staff, and if they are not able to work it out
between them there is a process for resolution of
those differences through the CDER Orbudsman.

At the organi zational level, there is a

di fference of opinion between different
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organi zational entities within CDER, the classica
exanpl e being a difference of opinion between the
Ofice of New Drugs and the Ofice of Drug Safety.
The Drug Safety Oversight Board is avail able for
adj udi cating those differences.

The third step was to appoint a pernanent
Director for the Ofice of Drug Safety, and as you
know, Dr. Gerald Dal Pan was appointed in Cctober
of 2005.

The next step was to conduct drug safety
ri sk managenent consultations. Those are underway,
and | want to nention that |ast Decenber, we held a
Part 15 panel hearing to solicit input fromthe
public about how we m ght best communicate with the
public about specific drug risks, what m ght be
nost effective, how we are doing so far, and how we
m ght make our efforts better

Finally, there was a conmtment to publish
a series of risk nanagenent gui dances, and those
were published |ast spring.

[Slide.]

Three gui dances were targeted to industry,
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those are listed here, and one gui dance was
targeted to FDA reviewers, and established
standards for how to conduct a clinical safety
review, which is now a conponent of the Good Revi ew
Practice guidance for both new drug applications
and biologic licensing applications, and it

provi des for standardi zati on and consi stency in how
those reviews are conducted and how they are
formatted.

[Slide.]

In February of 2005, HHS Secretary M ke
Leavitt announced, in addition, a series of drug
safety reforns, and he said in that announcenent,
"The public has spoken and they want nore oversight
and openness. We will address their concerns by
cul tivating openness and enhanced i ndependence."

He al so said, "W will keep the pronise of
the FDA brand by putting in place nore rigorous
oversight and collecting and sharing i nportant and
energing i nformati on about drug safety and
ef fecti veness. "

[Slide.]
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He committed to an overall vision of
pronoting a culture of openness and enhanced
oversight within the agency, and outlined the
specific areas of change by soliciting nore outside
expert consultations, by inproving drug safety
managemnent practices, through comunicating
energing drug safety issues early in the process of
their evaluation, and by continuing to inprove our
scientific nethods of adverse event signa
detection through the establishnment, for exanple,
the establishnent of the contracts that you just
heard about .

[Slide.]

One major goal of this initiative is to
gi ve patients, healthcare professionals, and
consuners qui ck and easy access to the nost
up-to-date and accurate information on nedi ci nes.

[Slide.]

Now, the drug safety initiative has
several new information outlets. These include
patient information sheets that provide, in plain,

sinpl e | anguage to patients, key information about
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specific drug safety risks, information to
heal t hcar e professionals about energing drug safety
risks with also the data and the infornmation

anal ysis we have to date on those risks, and al so
the proposed Drug Watch program which | will touch
on in a nmoment, and then again the Drug Safety
Oversight Board. | will give you nore detail on

t hat next.

[Slide.]

Now, underlying this entire initiative is
this inportant definition, the definition of an
i mportant drug safety issue. An inportant drug
safety issue is one that has the potential to
significantly alter the risk-benefit analysis of a
drug, to affect a physician's decision to prescribe
the product, or to end or to affect a patient's
deci sion to use the product.

So, this is a broader definition than the
regul atory definition of serious and/or
I'ife-threateni ng adverse event, but woul d
general ly, probably always include the definition,

the regul atory definition of a serious and/or
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|ife-threatening adverse event.

[Slide.]

Now, the Drug Safety Oversight Board was
established to provide i ndependent oversight and
advice to the Center Director, so the board just
says you advi se CDER, the board advises the Center
Director, and its charge is listed here, that it is
to provide advice on how to manage inportant drug
safety issues, it's a venue for adjudicating
organi zational disputes, as | nentioned earlier, it
advi ses on policies about the nanagenent of drug
safety issues and on risk comruni cati on about
i mportant energing drug safety concerns, and on the
devel opment of the information sheets that | just
ment i oned.

[Slide.]

It has an overall closing charge, as
defined in the Manual on Policies and Procedures
for the Board, which I think you should have
received as a handout before the neeting, that the
role of the Board is to ensure that CDER deci sions

about a drug's safety benefit fromthe input and
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perspective of experts both within and outside FDA
who have not conducted the primary review or served
as a deciding official in the ongoing pre-market
eval uati on or post-marketing surveill ance
activities for a specific drug.

[Slide.]

Now, this slide lists sonme of the key
organi zational principles. The first--and this has
been one that | think has been confusing for many
peopl e--that the voting nenbers are independent of
the primary decision-nmaking for a product with an
i mportant safety issue.

The Board nenbership consists of senior
scientific managers within CDER, who have
managenment responsibility for the overall work flow
within CDER, but generally, are not involved in
maki ng specific product regul atory decisions, and
in that sense, are independent of those specific
deci si ons.

If, for exanple, for a specific issue
before the Board, the nenber has played a very

detailed and direct role in that decision, then,
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they woul d need to recuse thenselves from any
voting that was done on one of those deci sions.

The Board consists of all federa
enpl oyees, but not all enployees from CDER  There
i s an equal nunmber of representatives fromthe
Ofice of Drug Safety and the O fice of New Drugs.

Twenty-five percent of the nenbership is
external to CDER  That includes representatives
from ot her FDA Centers who conduct rel ated
activities. That is the Center for Biologics, the
Center for Devices and Radiol ogic Health, and there
are al so representatives fromthe Nationa
Institutes of Health, and practicing physicians
fromthe Veterans Admi nistration

We al so have the capacity to seek expert
and/ or consumer or patient consultants as needed
for a specific issue.

[Slide.]

Now, here are just a couple other
organi zational principles | want to touch on. The
concept of oversight is that the role of the Board

is to focus on fostering effective CDER managenent
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of inportant energing drug safety concerns, |ooking
at process steps that need to be put in place to
assure that an issue is being nmanaged and resol ved
appropriately.

Now, | want to nmake very clear, this has
been an area of great controversy for which we have
recei ved many, nany questions, that the Drug Safety
Oversi ght Board does not replace advisory
committees, such as yourselves. It doesn't even
tackl e or take on the kinds of questions that we
bring to advisory conmittees.

It plays a different role. | like to
think of it as a m ndful structural managenent
tool, a convening of senior scientists, managers
wi thin CDER, and additional federal enployee
experts that can advise us on how to nove forward
on conpl ex probl ens.

Conpl ex probl ems are ones that frequently
touch on several offices within the Center, so just
com ng together to devel op a path for resol ution
It doesn't address the kind of technical,

scientific questions that we bring to advisory
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conmittees, such as should a drug be approved to
put on the nmarket, should additional specific
safety progranms be put in place.

It al so does not replace the current
internal structures and responsibilities for
routine regul atory deci si on-naki ng that take pl ace
every day w thin CDER

[Slide.]

This slide lists the organizati onal
menber ship. The Chair of the Board is Dr. Doug
Thr ocknorton, who is the Deputy Director of CDER
Dr. Throcknorton is not a voting nmenber, and |
serve as the Executive Secretary.

The lists of CDER offices that are
represented on the Board is there on the left, and
I just want to point out that there are three
representatives fromthe Ofice of Drug Safety and
three representatives fromthe O fice of New Drugs.

External to CDER, there are
representatives fromthe Center for Biologics, for
Radi ol ogi ¢ Health, fromthe Departnent of Veterans

Affairs, and the National Institutes of Health, and
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our specific nmenber cones from NCl.

| just also want to point out, because
this has been also a question | have received
often, that several of the CDER staff who are on
the board are in medical practice, as well as the
menber fromthe Department of Veterans Affairs and
the nember fromthe NIH  So, we have several
practi ci ng physicians on the board.

[Slide.]

Now, at the time that the Board was
announced, there was al so the proposed Drug Watch.
The Drug Watch was a web page on the CDER Internet
site that would be a focus for provision of
energing i nportant drug safety concerns that were
under goi ng eval uation within the Center.

The goal of the Drug Watch is to
conmmuni cat e about energing risk issues to the
public, so that that conmunication can informtheir
day-to-day treatnment decisions.

A draft gui dance for the Drug Watch was
posted | ast spring. W received lots of public

comment. We are in the process of review ng that

file:///C)/dummy/0210DRUG.TXT (67 of 198) [2/21/2006 11:37:19 AM]



file:///Cl/dummy/0210DRUG.TXT

public coment and revising the Drug Watch, and we
anticipate that a new revi sed version should be
publ i shed sonetime this year.

[Slide.]

Now, much of the work of the Board
initially has been on trying to conceptualize
factors that we shoul d consi der when we conmuni cate
about an energing safety risk.

These are the issues that have been
suggested so far. First, if a risk neets the
definition of "inmportant drug safety concern" that
| presented to you earlier, so if it might affect
prescribing or nonitoring, if there are specific
measures that can be taken in response to the
information to prevent or mtigate harm for
exanpl e, additional testing or nonitoring.

If there is an unapproved or off-|abel use
that we know about, that poses a significant or as
yet undescribed risk, and I will point out a couple
of exanples of those in a nonent, or if there are
speci fic or vul nerabl e subpopul ati ons that may be

particularly inmpacted by that risk, such as
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children or the elderly.

[Slide.]

Now, | just want to wal k you through how
to find this information. This has been again a
poi nt of confusion, and as we do not yet have a
Drug Watch web site, it can be a little tricky to
find the specific patient sheets.

I don't have a pointer, so | amjust going
to talk you through this. This is the CDER web
page, | hope you all recognize it, and you will see
in that mid-colum--thanks--you see here in the
central columm, this big Drug Safety box.

If you click on this |ink about FDA's New
Drug Safety Initiative, that will take you to a web
page that has all the documents, the lists of the
conmittee nenbership, et cetera, that describe the
Drug Safety Oversight Board and rel ated activities.

If you want to find the information sheets
for specific products, you need to click on this
link that takes you to the Drug Specific
Information page, and I will show you that in a

m nut e.
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When we post a new set of sheets or a
public health advisory about an energi ng drug
safety concern, currently, there will be a notice
placed in this colum, News from CDER, and if you
scrolled all the way down to the bottomof this
page, you could find a link to previous notices
goi ng back to 2005, and you could really pretty
easily find the links that would take you to
notices that are posted with new drug safety
i nfornation.

[Slide.]

Now, this is the Drug Specific Informtion
page. This is the page that has provided
i nformati on about new nol ecular entities in plain
| anguage for the public since 1998, and
i nterspersed between all these drugs are drugs that
have had drug safety postings.

There is no as yet, because we don't have
a specific Drug Watch web page, there is no way to
go specifically to postings that have drug safety
concerns, so you have to find themthrough the News

at CDER page, or just check on the links to
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speci fic drugs.

So, for exanple, if you were to click on
the link to Accutane or isotretinoin, there is a
link for both the trade name and the generic nane,
it would take you to a notice that woul d describe
the i PLEDGE programthat you are hearing about
t oday.

[Slide.]

This is just a nmock-up of a made-up drug
that shows you the format for the healthcare
prof essi onal sheets. They start with an alert at
the top of the page that describes a summary,
provides a very brief summary of the concern

Then, there is a set of recommendati ons
here for safe use. Those recommendations w ||
generally focus on the issue that the alert is
about. Then, there will be a data summary of the
data known to date and the approach that FDA is
taking to resolving the issue, a link to the
approved | abeling, a link to the patient
informati on sheet, and a link to the MedWatch

program and contact information for nore
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i nfornation.

[Slide.]

This is the patient information sheet, and
it has several differences fromthe heal thcare
prof essi onal sheet. The FDA alert is witten often,
but not always. As needed, it is witten in
sinmpl er language, in plain |anguage, so it is
under st andabl e to the public.

There is a link here to the healthcare
prof essi onal sheet. There is a sunmmary, basic
description of the product with a box warni ng here
if there is one. There is a link to MedWatch, to
the drug informati on about the drug approval date,
the date the sheet was posted, and then again
contact information for the Division of Drug
I nformation.

[Slide.]

As of Decenber 31st, 2005, we had posted
sheets on at |east 44 drugs. These included 6
product cl ass issues, 3 nmarket suspensions for
Pal | adone, Tysabri, and Neutrospec; 2 product

withdrawal s for Bextra and Cylert; and 37 products
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that ultimately had added warni ngs about the
concern that we posted to the product | abel

[Slide.]

I mention that because there is a rea
tensi on between how do you and when do you warn
If we over-warn, if we raise a concern about m nor
problenms, then, it really m ght discourage
appropriate use of a product; if we under-warn,
then, we don't provide information to patients and
to healthcare professionals that mght be useful in
prescribing decisions despite its uncertainty at
the point when we are providing it.

So, the Board has spent a lot of tine
trying to sort out and achi eve and define the right
bal ance.

[Slide.]

Now, as | nentioned, there are class risks
that are described in several of these postings,
and here are the class risks that have been listed
for the antidepressants, the risk in suicidality in
children, but also in adults.

FDA is undergoing a major re-analysis of
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its existing data in the adult trials of all the
anti depressants to |l ook for suicidality signals,
usi ng the nodel that was devel oped for eval uating
the risk of suicidality in the pediatric trials.

The atypical antipsychotics had a cl ass
posting about the increased risk of death when
these products are used in adults with denenti a.
This is not an approved use.

There is a posting about the nonsteroida
anti-inflammtory drugs, both the COX-2s and the
ot her NSAI DS about increased cardiovascul ar risk

There was a posting about the erectile
dysfunction drugs, and the occurrence of
non-arteritic anterior ischemc optic neuropathy.

There was a posting about the topica
i mmunosuppressant calcineurin inhibitors, Protopic
and Elidel, a potential for cancer risk, and
| ong-acting beta agonists, that there is an
increased risk of severe asthnmm epi sodes that may
| ead to deat h.

[Slide.]

These are just several exanples of
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specific drug postings. Sone of them you have
al ready heard about, for Accutane, the new
restricted access programis described.

For Paxil, there was a recent posting
about the need to change, and the actual change in
the | abel of the pregnancy category fromCto D
with new evidence of birth defects in infants,
of fspring of nothers who used Paxil during their
pr egnancy.

Strattera, atonopxetine, which is a
nonsti mul ant drug approved for the treatnment of
ADHD, al so was found to have evi dence of increased
pediatric suicidality, and we did a sheet about
t hat .

Pal | adone, which is an extended rel ease
formul ati on of hydronor phone, was wi t hdrawn because
we | earned shortly after it was approved that there
was substantial dose dunmping if Pall adone was taken
concomtantly with al cohol, and because it's a
once-a-day dose and a very potent narcotic, there
was a risk that if Palladone was taken with

al cohol, that the entire dose could be rel eased
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very quickly and potentially cause death.

Canpat h, alentuzumab, is a product that is
approved for |ynmphoma, as an adjuvant therapy for
| ynphorma, but in a trial for nmultiple sclerosis,
there was evidence of severe idiopathic
t hr ombocyt openi ¢ purpura, and this is an unl abel ed
use, so we described those cases and recomended
| onger term nonitoring of henatol ogi c paraneters

Neut rospec was recently w thdrawn because
we | earned after it was approved about these events
of serious and |ife-threatening cardi opul nonary
events that occurred very shortly after
adm nistration of the product, often within 10 to
15 minutes after administration

[Slide.]

So, in summary, the Drug Safety Oversight
Board has been established to: inprove public
know edge of emerging inportant drug safety
concerns; to strengthen internal drug safety
managenent within CDER, to foster practical policy
devel opnment that will inprove the consistent

approach of our processes for studying and
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resol ving drug safety concerns; for providing a
standi ng venue for the resolution of CDER s
organi zati onal di sputes.

It is not the whole solution or the whole
answer to addressing drug safety within CDER, but
is a central conponent of our overall initiative to
i mprove the managenent of drug safety and to inform
the public about energi ng nedication risks.

Many of the other conmponents were touched
on by Dr. Dal Pan in his presentation

That's it. | wonder if there are any
questi ons.

DR GROSS: Yes, Henri.

Questions and Answers

DR. MANASSE: Thank you for a very
i nformative update, and nmy congratulations in the
case for all the thinking that has gone on in a
relatively short period of time to nmove this issue
al ong.

I have a couple of questions, the first
one being how does the work of the Drug Safety

Oversight Board bring in the safety and risk issues
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associ ated with biol ogics and vacci nes?

It seens that as we nove scientifically,
we likely will be seeing nmore of these kinds of
agents, and there will be nore than likely a
serious concern on behalf of the public for risk
and benefits, as well as safety, and | would be
interested in getting your feel for how that gets
integrated in this work.

DR. CUMNS: That is a great question
The Board is a CDER entity, so it focuses on CDER
products, so biologic products that are regul ated
by CDER woul d be the purview of the Board. W have
not tried to tackle vaccines. That woul d probably
need to, at this point, be handled by a separate
entity for the Center for Biologics.

DR CGRCSS: Can you give us sone exanples
of issues that the Board has dealt with today?

DR. CUMM NS: The Board has spent a | ot of
time tal king about risk comunication, how to do
ri sk conmuni cati on, when we should warn the public,
whet her and how we shoul d warn, what venues we

shoul d use for warning the public, how we shoul d
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communi cate about that, what factors we should fold
into those discussions.

That has been the main purview of the
Board. It also has reviewed the specific drug
saf ety postings that we have done to give us
f eedback on those, specific postings.

DR CGRCSS: Any other questions? Yes,
Terry.

DR. DAVIS: | was just curious about, does
the Drug Safety Oversight Board wite the patient
i nformati on sheets and the information sheets for
prescribers, or do the pharmaceutical conpanies
wite those? Wwo wites those?

DR CUMNS: W wites the sheets? The
sheets are witten by FDA staff, and the Board has
a small staff, and | have three fantastic staff
that support the Board, and they work wth other
CDER staff to prepare the sheets.

They are devel oped across the Center, so
the Ofice of New Drugs often starts it, because it
is a new drug that they have primary responsibility

for. The Ofice of Drug Safety weighs in. It is
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really across-Center collaboration, and our staff
facilitates and manages, and often plays a role in
starting the ball rolling by drafting sonething
that is then used, that it is then reviewed and
comrent ed on by ot her nenbers of CDER

DR. DAVIS: |Is there a feedback | oop that
consuners or the target audience, the prescribers
or the consuners, or both of themreview these?

DR. CUWM NS: W don't have externa
review of the sheets by consuners. Again, to get
back to your question about industry, industry is
notified about a posting about 24 hours before a
sheet is posted.

They do not have the opportunity to review
and comrent on the sheets prior to their posting,
but we al ways wel cone corrections, factua
corrections especially, and those have happened,
and we have changed themif there has been an error
in the posting of the sheet, or there is a need to
update the information, we have the capacity to do
that very easily.

DR DAVIS. The readability on themis
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fine, and they are looking really good to ne, but |
just wondered if patients, if you have pilot tested
them patients, if they are helpful, if they are
under st andabl e, if they--

DR CUMWMNS: That's a great question. W
are actually in the process of establishing a set
of contracts to do research with our key target
audi ences, which are heal thcare professionals and
the public, patient groups and patients and patient
caregivers.

So, those projects will start with a
series of focus groups with those target audi ences,
and then that information that we gl ean from focus
groups will be used to conduct a nore general
survey to get input about how we are doi ng and what
we are doing.

DR CRCSS: Stephani e Crawford.

DR. CRAWORD: Thank you. Good norning.
I would also like to thank you for the overview,
because nost of what | knew about the Drug Safety
Oversight Board was fromthe newspapers. This one

was quite a bit nore informative.
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I want to comment to pick up on what Dr.
Manasse had nentioned. 1In addition to |ooking
perhaps at some efforts, either concomtantly, but
preferably jointly, as this expands, in addition to
bi ol ogi cs, perhaps | ooking at devices since so nmany
drugs are integrated with the device systems now
and it will be better if it was one system

And just a quick question, could you
pl ease coment on the frequency of the neetings and
t he openness versus closed nature of the neetings?

DR. CUM NS: Happy to. The neetings
general |y occur about every six weeks although a
couple of tinmes there has been a break in that
si Xx-week period when there hasn't been a need to
meet, and the neetings are closed, and they are
cl osed because we routinely di scuss comrerci al
confidential information that is pre-decisional and
that we are required by law to keep private.

That is integral, that discussion is
really integral to the work of the board,
particul arly because the focus is on interna

managenent, how are we doi ng and how can we
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facilitate and nove al ong resol ution or address
ki nks in that process.

DR. CGRCSS: Does CDER have an Executive
Conmittee where all of the top managers neet?

DR CUMWMNS: | guess this is sort of--

DR. SELI GVAN: No, the answer to that
question is yes, it has a senior managenent team
that neets on a weekly basis.

DR. CUMNS: That's right.

DR CGRCSS: M concern is that the nane
Drug Safety Oversight Board nmay be giving the wong
i mpression. You have no public representatives.
Al'l of the people who are on the board are sonehow
behol den to the governnent. The so-called
practicing physicians are still beholden to the
governnent, and | think you need sone independent
peopl e on that board even if you neet sotto voce
wi t hout, you know, it going public.

But | think to give the confidence to the
public, that you are neeting the needs that have
been raised in the past year, | think you need a

broader representation. | would also |ike to know
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what is the relationship of the Drug Safety
Oversight Board to this Advisory Comrittee. That's
not cl ear.
I would think there should be a connection
between the two, that we should be aware of the
i ssues you are discussing, but | don't hear that.
DR CUMNS: Well, the board plays a
different role than an advisory commttee. The
board focuses on content of comruni cati ons and on
processes, internal CDER processes, and again if
you think of it as a convening of senior managers
with additional input from federal enployees
external to CDER, it plays a central nanagenent
role. It's a managenent tool to address processes.
It really is different than an advi sory
conmittee, and because we, at every neeting,
di scuss conmerci al confidential information, we
really can't make it a public neeting. |
appreci ate everyone's interest in that.
Now, | can see the board, and it has
di scussed and anticipated routinely discussing and

recomrendi ng advi sory committees as part of the
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process steps that are needed to fully eval uate,
address, and deal with a conplex safety issue,
because keep in mind that the board tackles a snal
subset of the routine safety concerns that CDER
handl es every day.

But it plays a very different role than
the role of this conmittee, for exanple.

DR GRCSS: Therefore, | think the name is
m sleading to the public. It is nore of a referee
conmmittee, it is nore of an executive type
conmittee of CDER rather than really assuring
safety in an open fashion

Jacki e.

DR. GARDNER: | would like to pursue
Peter's question with a very specific exanple.
Yest erday afternoon, after working all day,
listening to questions of energing interest in a
safety issue related to ADHD drugs, that wll
probably--wi |l need further study, | think we
agreed, this committee strongly urged CDER to
rel ease informati on about the energing risk, about

what we do know and the fact that nore study is
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bei ng conduct ed.

In fact, Dr. Laughren, | think even talked
about these sheets. Can you tell me how that
recomendation will proceed, will likely proceed
fromthis conmttee' s recommendati on through to
becom ng an informati on sheet on process, and what
is likely to be the anount of tinme it will take
fromyesterday's neeting until that happens, if, in
fact, it is decided to do it?

DR. CUM NS: Wiat woul d happen is that
Dr. Laughren would get in touch with nyself and the
Ofice of Drug Safety. W would neet, we would
tal k about the recommendation fromthe comittee

If our decision is to issue a sheet, we
woul d draft it and nove it through a clearance
process, and that can happen really fairly quickly,
within a week or two of the recomendation, or it
can take | onger.

A |l ot of what shapes that is deciding what
data we want to put in and what analysis that we
have done, and the data question can often be the

pi ece that we need to resolve, so that it get it
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ri ght when we post it.

Does that answer your question?

DR. GARDNER: | guess | would just like to
be reassured that we are tal king about energing
ri sks as opposed to spending a really lot of tine
doi ng additional anal yses and getting the words
right, and so on, because our nessage yesterday was
we want people to understand that this is a probl em
they need to be attending to, and we are going to
keep setting it, you are going to keep setting it,
as wel .

But | would hate to see these kinds of
conmuni cati ons get bogged down in making sure
that--1 don't want to say everything is correct,
because, of course, it has to be correct--but |
t hi nk unnecessary del ays when we tal ki ng about
energing, that's a question | have.

DR CUMNS: | think that's a rea
chal l enge, trying to strike the right bal ance, and
to provide appropriate |level of data analysis and
context when we are in the process of evaluating an

energing issue. It certainly has been a chall enge
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to the board.

It is one where there is a lot of--it's
that area where there is honest disagreenent about
what the path forward is, and we have to really
wor k through those issues, but there is, | want to
reassure you, when we make a decision to issue a
sheet, that process generally noves fairly quickly.

DR GARDNER: And it's around that
deci sion process | think that Peter's concern about
this being strictly an internal process seens to
not be noving us forward very fast or advances very
qui ckly fromwhat already was going on within the
agency itself, therefore, the external interest.

DR KWEDER  Susan, | can conment on that.

DR. CUWMNS: Onh, great.

DR. KWEDER: We share your concern. |If
you | ook at one of the chall enges we have, | nean
you all know what you go through for every meeting
that you cone to in ternms of conflict of interest,
di scussi ons, paperwork filled out.

Anytime we have input froma party

external to the governnent or even sonebody in the
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governnent, but nostly people who are external
they have to go through that. At any one of these
Drug Safety Oversight Boards, we may discuss up to
20 products briefly, at least just present them
what is happening with them where we think we are
goi ng, where the controversies are, where they may
not be, so anyone who is participating in that
woul d have to have conflict of interest clearance
for every single one of those.

Sonetimes, you know, because these
meetings can only occur at nost every four to six
weeks, because they are a lot of work to prepare
for, we are often in a situation where we have
sonet hing that cones up two days before the
meeti ng, because of information that comes before
us that we didn't know about, but we feel the board
needs to discuss.

Consequently, we have other things where
the board, if you look at the list--so that's one
issue of why it's a struggle to bring in people
fromoutside the government, but it is something

that we are continuing to eval uate.
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I would say that the fol ks external to
FDA, VA advi sor, and our N H advisor, are very,
very hel pful to us, and we have really put themto
work on this Drug Safety Oversi ght Board.

The second issue is if you | ook at the
list of sheets and communi cations that we have
done, that Dr. Cunmins shared, the vast majority of
those have not been dealt with in advance by the
Drug Safety Oversight Board, | just want to nake
sure that is clear

The reason for that is tineliness. W are
often, nmost of the time, in a situation where we
don't feel like we should be waiting for the next
board neeting in order to issue a conmunication

In fact, one of the things that we benpan
is if you look at any major journals, if you just
did a survey of the major journals in the country,
on any given week, how many articles are there in a
journal about some safety issue related to a new
drug?

You know, a pharmacoepi deni ol ogy study or

a clinical trial that shows sone new safety issue
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These are things that we don't hear about in
advance the vast najority of the tine, so we are in
a position of having to respond very quickly if
sonet hing conmes up that we think is worth us saying
sonet hi ng about or putting forward a sheet about.

So, we keep Susan's staff very, very busy,
trying to help us address sone of those, and we
don't feel like it's in many cases the right thing
to do to wait for the Drug Safety Oversight Board
to specifically weigh in on an issue.

We woul d then seek their input, naking
sure they have seen them comrents. |In fact, we
had sone really good coments about one that we did
on the long-acting beta agonists fromone of the
board members who pointed out sonething we did not
address in it, and we had gone back and put
sonet hing i n about that.

But they are a supplenent. They are a
suppl enent to the work that our staff is continuing
to do. CQur goal is to nmake decisions in a tinely
way, and as you said, not twi ddl e our thunbs and

back and forth.
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We will go back after yesterday's neeting
and convene kind of a post-neeting discussion and
set forth a path forward that is quick and
responsi ve.

DR, CGRCSS: Curt had a question

DR. FURBERG | al so appl aud the
establishnent of this internal Safety Board. It
addresses sone of the at |east perceived weaknesses
in the structure and organi zation, so | think that
is a mpjor step forward, but there are other areas
that | think deserve attention that are not covered
by the board, and | refer to one, the funding.

As | see it, in order to really address
the safety issues in this country, we need to also
| ook at FDA's authority, so what am| referring to?

well, for exanple, in the |abeling, when
the recommendation is to add a bl ack box warning,
all that has to be approved by the nmanufacturer of
a drug, and there are |l engthy negotiations that are
mont hs, maybe up to a year before a bl ack box
warning is finalized and introduced. That is

unaccept abl e.
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I think the FDA should be given nore
authority in that setting for the labeling, and the
bl ack box warning is just one exanple of it.

The other one, equally disturbing, are all
these conmitted post-marketing surveill ance
studies, that our commitnents are made at heari ngs,
and we know how many of them are outstanding.

I mean there are hundreds of them never
committed, and many of them are just recomrended to
address safety issues, and it is really troubling,
and the problemis that you, the agency, have no
authority to really go after these conpani es who
are violating their own comm tnents.

So, | amjust wondering whether there are
any efforts made to communi cate | guess to Congress
to address the issue about authority and how do we
fix that problem

DR. GROSS: Sean

DR CUMMNS: Could | just nake one
comment? Again, those are coments you m ght
share, if you have ideas about it, with the

Institute of Medicine Review Conmittee. They
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actually have a specific web site where you can
submit conments, and they are required to revi ew
those comrents and respond to them

DR HENNESSY: | wanted to make a broader
poi nt about information that is subnitted to the
agency by sponsors that is considered to be
proprietary. Drug safety and ot her decisions need
to be made based on avail able information including
bot h pre-marketing and post-nmarketing, and | think
there is a tension between the proprietary
interests of the sponsors and the public health
i nterests.

Inmy mind, it is easy to say that the
public health interests should trunp the
proprietary interests. By and |arge, these
products have patent protection, and | think it
does public health a disservice to have information
out side of the scope of public view.

I just want to qualify that by saying that
I amnot referring to identifiable patient
i nformati on.

DR GRCSS: Art was next and then Henri
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MR LEVIN. A fewthings. One, | think I
agree with Peter that the name of this board is
extrenmely misleading | think to the public. This
is really |I would think an internal nmanagenent
conmittee, managing the Ofice of New Drugs and the
Ofice of Drug Safety, adjudicating disputes and
trying to bring in sone outside experts within the
governnent, but | don't think it's a drug safety
oversi ght board

It certainly isn't the Nationa
Transportation Safety Board, and | think that is
what comes to nmy mind when we tal k about an
oversight safety board is an i ndependent group of
experts who | ook at disasters. |In this case, it
woul d be drug disasters, and do a forensic
exam nation, and try to figure out howto avoid
that in the future.

So, that is ny nodel is the Nationa
Transportation Safety Board, and that is what |
think a drug safety oversi ght board should be, so
woul d argue that the nodel is bad, the name is bad

and m sl eadi ng, nunber one.
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Nunber two, | am confused when you are
telling me you are tal ki ng about process issues and
content of patient information sheets, where the
proprietary tension cones in.

| agree with Sean, by the way, that |
think it is overdone in terns of the public health.
I don't understand when you are tal ki ng about a
process issue, where that proprietary informtion
woul d prohibit public participation, and at the
very least, the public viewi ng of the work of the
conmi ttee.

Maybe we can't participate or maybe
experts can't participate because of the |ogica
conmplexity of getting clearance, but why can't
there be an audi ence, a sort of sunshine in the
activities of this internal commttee

Lastly, what is perhaps nost di sappointing
to ne about the FDA' s thinking on the future of
drug safety, is that there is a whole flurry of
activity out there around health information
t echnol ogy.

There is $50 million, you know, given to
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Dr. Braylor and nore noney coning down the pike to
devel op health information technol ogy, electronic
medi cal records, and there is sort of this wild
hope that with all this, we will push a button and
get real-tine drug safety surveillance, but anyone
who knows his stuff knows unless you plan that in
advance and build it into the systens, it is not
goi ng to happen.

So, we are always sort of thinking about
this golden age around the corner where all of the

burden of going through paper is going to

di sappear, and all of these problenms will go away
because we will have real-tine informati on we can
act on.

I don't see the FDA taking a | eadership
role in making sure that, as HT whirls off into
this sort of nmael stromof activity, that we are
going to have built into that systens that give us
real -tinme capability to observe both the good
things and the bad things that are happening in the
provi sion of drugs and devi ces, and other medica

products to people.
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DR SELIGVAN: Art, in inplenenting H T,
there are a series of working groups at the federa
| evel, and | am a nmenber of one of those working
groups that are actually focusing on public health
surveill ance and how to use these, you know, hopes
for the future in terns of electronic medica
records, and being able to neet the needs of not
only the FDA, but many ot her federal agencies that
have interest in timely and accurate and val uabl e
survei |l | ance dat a.

So, there is a working group process and
structure, of which I, as well as other nenbers of
FDA, are part of.

DR. CGRCSS: Henri .

DR. MANASSE: This di scussion stimulates
in my mnd a suggestion, nanely, for a future
agenda issue for this committee, and that is, drug
informati on as an issue of safety, and let nme tel
you where | amcom ng from

First of all, | question whether it should
be a priority for the FDA given all of the concerns

and issues in patient and drug safety, whether it
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needs to get into the drug infornmation business, if
you will, to provide these leaflets, but we can
di scuss that for another day.

But research suggests that over 50 percent
of the prescribing that goes on in this country is
of f-1abel prescribing, and it raises very
i nteresting concerns, on what basis are these drugs
bei ng prescribed, what are the drug infornmation
resources that are available to stinulate that
prescribing, howis that nanaged at all,
significant issue.

Secondly, we have lots of vendors who are
providing drug information. There is no regulatory
schene that says anything about what that content
shoul d contain, how it should be verified, what it
shoul d be linked to, et cetera, et cetera, and for
those of you who might work with drug information
you know, it ranges from highly intensive clinica
anal ysis, well docunented, scientifically analyzed
to pl ai n garbage

We have, as well, the Internet, and Lord

knows what's on that Internet. WManufacturers have
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drug information there, obviously guided by
| abel ing requirements of the FDA, but |ots of
i nteresting anecdotes that comes onto the Internet,
and fundanentally, what this all boils down to ne
is what can patients and health professionals
reasonably rely on to make good clinical judgnent
and to manage patients well, what can patients rely
on, how can patients be properly educated about the
safety and risk and benefit of these drugs, make
reasonabl e choi ces

We heard i npassi oned pl eas yesterday about
that with respect to the stimulants and ADHD, and
we have heard from Dr. Davis how conplicated the
production of drug information is with respect to
pati ents under st andi ng.

I think this is a very significant patient
safety issue that we, as a comittee, ought to
del i berate, and | woul d suggest, M. Chairman, that
perhaps at the next neeting, we have this as an
agenda item

DR. CGRCSS: Well, | probably won't be at

the next nmeeting since | amoff the conmttee, but
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we will pass it on.

Terry.

DR. DAVIS: In follow ng up on what Henri
said, | want to point out the report of 2004, which
said that 90 million Anericans have trouble
under st andi ng and using health information, and
that health information is unnecessarily conpl ex.

I think you all are nmoving in the right direction,
but a couple things | want to point out.

One, just kind of gross neasure is
readability. You all are heading in the right
bal | park, but these patient educati on handouts were
witten on a high school level. The average
Anrerican is reading on an 8th grade level, and it's
not just the reading | evel, but how user-friendly
they are, and that is why you need consuners in
t here.

Al so, as far as what patients can |earn
they have less and less tinme with both the
physi ci an and the pharnmaci st, so these handouts are
really important, and | think there should be sone

coordi nati on between the handout and the sticker
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| abels, the prinmary | abel, which is the

i nstruction, and the warning | abel

Ri ght now, for what | know, those warning
| abel s are just random as everything. Different
conpani es have different colors, different icons,

different words, and there needs to be sone nore

st andardi zati on, | think.

Al so, are these handouts available in

Spani sh or any ot her |anguages?
DR CUM NS: W have not as yet

undertaken a translation process. You know,

translate health information, you need to translate

into the next |anguage, and then have it translated

back. W have had sone di scussi ons about

undertaki ng transl ati on, but not yet have we done

t hat .

DR GRCSS: Annette.

DR. STEMHAGEN. My comment is about the

| evel of evidence for issuing these energing safety

i ssues , and sort of a contrary point to

Jacki e's, which was things were di scussed

yesterday, and the question is when does it get
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onto the energing issues, but there have al so been
situations where a day or two before an advisory
committee, an emerging i ssue was announced when the
advi sory committee was schedul ed the next day or
two to actually discuss it and | ook at evi dence.

I just wonder how the timng of all that

and the relationship with advisory comittees cones

in.
DR. CGROSS: Sandy, did you have a comment ?
DR KWEDER: | wasn't going to answer
Annette's question. | don't know if someone wanted

to answer that. Susan?
DR CUMNS: | guess | amnot aware of an
i ssue that we have issued a sheet on for which
there has been an advisory conmttee within a
coupl e of days. Maybe you could give ne an
exanpl e.
DR. STEMHAGEN: | think, for instance, one
of themwas sone of the i munonodul ators and the
i ssues related to cancer risks.
DR. CUMM NS: Topi cal imrunosuppressants?

DR STEMHAGEN: Yes.
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DR CUMM NS: There were two neetings on
the topical immnosuppressants, one in Cctober of
2003, and the next in--actually, it was February
15th, 2004. Was it 2004 or 2005? 2005, |ast year,
that's right, the same day that Secretary Leavitt
announced the Drug Safety Oversight Board.

Then, in March of 2005, we posted a Public
Heal th Advi sory on the topical immuunosuppressants,
and then have recently reached an agreement on
| abel i ng changes including the addition of a boxed
war ni ng about the potential cancer risk

Now, there are postings put on the
I nternet about the neetings that include background
i nformati on about the issues that the neetings are
going to discuss, but those are different, under a
different kind of venue for the advisory conmittee
meeting postings than the sheets.

DR. STEMHAGEN: That is not what | was
referring to, but perhaps | have the products
wong, so | will research that.

DR. KWEDER: | can respond to that. The

background material for the February 2005 advisory
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conmittee neeting on the topical calcineurin
i nhibitors included material that summarized the
advi sory committee discussion in 2003. That
advi sory commttee in 2003 had recomended a bl ack
box.

So, there was al so discussion in the FDA
background materials recounting that and sone of
our internal work that had been going on toward
that in the interimbetween 2003 and 2005

So, there was information released in
advance of the advisory commttee neeting, but it
was because the di scussions about a black box had
been underway during that entire two-year period.

What | wanted to say, Dr. G oss, was |
wanted to just address Dr. Hennessy's and M.
Levin's comrents about proprietary information
Dr. Hennessy, you nentioned that you think that
public health and safety should trunp--maybe that
wasn't your word--should trunp proprietary
i nterests.

I think we all have frustrations about

what we can say and when, and patents aren't the
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only issue. There are nmany | egal types--the term
that we confront nost often is conmerci al
confidential information.

It is areally delicate balance for us
In extrene circunstances, we are able to get
rulings that sonetimes the public health does
override, but it is very conplex. Those are
regul ati ons that have been in place, regul ations
and | aws that have been in place for a very |ong
time, and we work with them as best we can.

I just want to reassure you that it is not
because the FDA wants to withhold information

DR GRCSS:  Sean

DR. HENNESSY: | realize that, and ny
comrent was to get on record that | think that the
regul ati ons under which you work shoul d be changed.

DR GROSS: Any other conments? |f not,
woul d just like to summari ze ny thoughts.

I think the FDA people here and the FDA in
general is an incredibly conpetent organization
You really do a fabul ous job, and | think you are

setting yourself up for failure with this oversight
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board. In this age of transparency, you decide to
have a cormittee that is responsible, according to
its name, for overall safety, and yet it neets in
private.

You don't have public representatives.
You are under enormous pressure fromthe public,
fromthe government, fromindustry. | don't envy
you at all. But |I think this process of oversight
has to be nore transparent.

Jacki e.

DR. GARDNER: Sorry, | hate to speak after
your sunmary.

DR GROSS: Go for it.

DR. GARDNER: Well, | just wondered
whet her we, as a conmittee, might take some
positive action toward comruni cating with the | Qv
Conmittee, as has been suggested by FDA staff twi ce
this morning, and both you and Curt, and | think
Art, had particul ar recommendations having to do
with both resources and authority of FDA to pursue
some of the things that are frustrating to them and

that frustrate us.
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They have said tell the 1OM which | think
is a step up fromwite your congressman, which is
what we usually are asked to do.

So, could we, as a comittee, take sone
action with notions, which | would defer to Curt to
make probably, he would be nore el oquent than I,
and to the point, that we could vote on it, and
then actively convey themto IOM if that is what
we think is the best way to do it?

DR SELIGVAN: | have just been tapped on
the shoul der by the | OM project director, who is
here with us today. Her nanme is Kathleen Stratton.
| have all her contact information here and woul d
be happy to provide it to you, but | certainly
agree with you that | think this is certainly the
right nmonent given that we are putting a | ot of
pressure on the IOMto give us a report this
cal endar year.

As | said earlier, the tine is ripe for
such input on nmany of the concerns and issues that
you all have raised in this norning' s discussion,

including the point that you made, Dr. G oss, about
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the way we nanage drug safety internally within the
FDA.

This was also a charge to the 1 OM
Committee, as well, to |ook at, and, indeed, if
there are concerns about either the title or the
way we manage internally some of these concerns, |
think again the IOMwould be |I think the right
venue to raise those concerns and reconmendati ons.

DR. CGROSS: Thank you. Qur intentions are
to nmake you | ook squeaky clean. They are all very
good intentions, so | hope you take it that way.
Thank you.

Believe it or not, after all that
di scussion, we are still early on the agenda, but
we will take a break now and reconvene at 10: 30
rather than at 10: 45.

[ Break. ]

DR. CGRCSS: Well, thank you all for com ng
back.

The next speaker is Dr. Sharon Hertz, who
will give us an update on the NSAID | abeling and

data review.
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An Update on NSAID Labeling and Data Revi ew

DR HERTZ: Thank you for the invitation
to provide this update today. | amwth the
Di vi sion of Anesthesia, Anal gesia, and Rheumat ol ogy
Drug Products, still learning the new nane.

[Slide.]

| amgoing to review for the commttee
today just what we have done since the information
about cardi ovascul ar risk was di scussed | ast year.

Here, | have the beginning of the tineline
that shows the events that started Septenber of
2004, where we were first inforned about a
cardi ovascul ar signal for rofecoxib when conpared
to placebo in the APPROVe study, followed by
Merck's withdrawal of Vioxx from marketing.

We then later |earned that there was a
cardi ovascul ar signal for cel ecoxib versus placebo,
and another trial that was halted, the ADAPT trial.

[Slide.]

W convened an advisory committee, a joint
committee, that included the DSaRM and t he

Arthritis Advisory Commttees, and di scussed the
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safety informati on available at that tine.

In April of last year, the FDA issued a
meno that described the cardi ovascul ar ri sk
associated with NSAI Ds, and the follow ng day, we
i ssued an information request letter asking
sponsors to review information on their NSAIDs with
regard to any possible cardi ovascul ar signals for
products that weren't specifically discussed at the
meet i ng.

We al so issued a | abeling suppl enent
request letter to update the NSAID | abeling, which
is to some extent tenplate based

[Slide.]

The specifics of the |abeling changes that
we requested started with a new boxed warning to
describe three points. The cardiovascul ar risk
that is associated based on the avail able
information, we think that this may be true for al
of the NSAIDs regardl ess of selectivity.

[Slide.]

W, based on information avail able, have

asked for a contraindication for the treatnment of
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perioperative pain in the setting of CABG

[Slide.]

We al so raised the warning that has been
known for gastrointestinal risk to the | evel of the
box.

[Slide.]

There are additional elenments of the
| abeling that were al so anended. W have put sone
caution type statenments in indications and usage to
consider the potential benefits, as well as the
ri sks, use the | owest dose for the shortest period
of time conpatible with treatnent goals.

[Slide.]

The contraindication was al so added to the
section on Contraindications, specifically, for use
in the perioperative CABG setting.

[Slide.]

We have created some new warnings for the
| abel. One is describing the cardi ovascul ar ri sk
in greater detail. | don't have all of the new
| anguage here on slides, because it is a lot, and

the idea is just to give you an idea of where the
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| abel i ng went.

[Slide.]

So, the first warning is that we have data
fromseveral products that describe a
cardi ovascul ar risk specifically for cardi ovascul ar
thrombotic events, which can be fatal.

[Slide.]

We think that both COX-2 selective and
nonsel ecti ve products may have a simlar risk and
that patients who already have risk factors for
cardi ovascul ar di sease may be at greater risk.

Again, the adnonition to use the | owest
dose for the shortest period that is conpatible
with treatment.

[Slide.]

W don't know that based on the avail able
informati on, the use of aspirin adequately
mtigates the cardiovascul ar risk. W do know that
aspirin increases the G risk associated with
concomitant use with NSAIDs, so that is nowin the
Warni ng section, as well as the CABG associ at ed

risk.
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[Slide.]

W have other elenents in the labeling -
new war ni ngs about hypertension, CHF and edema
Renal effects were upgraded from precautions,
advanced renal di sease, anaphyl actoid reacti ons,
skin reactions, serious skin reactions including
St evens-Johnson syndrone, toxic epidernal
necrolysis, as well as a warning about use in |late
pregnancy because of premature closure of the
ductus arteriosus, as well as the existing warning,
which was fine-tuned a little bit, about the G
ef fects.

[Slide.]

The Information for Patients section was
improved to reflect these warnings, so there is
this cardiovascular risk, d, skin, the CHF risk
al so, just to alert patients for signs of
hepat ot oxi city, anaphylaxis, and to avoid in |late
pregnancy.

[Slide.]

Dosi ng and adnmi ni stration was al so given

sone additional statenents.
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[Slide.]

The information request letter that went
out to all of the sponsors hol ding applications for
NSAlI Ds asked for a review of clinical trial data,
and this data goes back decades, because it
included all of the currently marketed NSAI Ds.

W asked themto review data from studies
that were at |east one nonth in duration and which
were controlled in sone way - placebo,
dose-response, or active control

[Slide.]

This was inportant because the criteria
for studies that supported approval in the past
differed fromwhat would currently be requested, so
we broadened the categories to include all of these
different elenents, different types of study
desi gn.

We asked for, fromthese studies, any
adverse event reporting for cardiovascul ar death,
M, stroke, hospitalization for CHF. W asked for
the definitions of the events to the extent they

were avail abl e, and al so rel evant baseline
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characteristics - pre-existing hypertension, heart
di sease, and so on.

[Slide.]

Al t hough we had had a fairly extensive
revi ew of epi dem ol ogi ¢ and observati onal studies
at the advisory commttee, we also put that in the
information letter just to make sure that we had
the available information, and we didn't really
receive any new information in this area with the
results fromthe information request.

We asked sponsors to | ook at what
i nformati on they had about bl ood pressure changes
and to subnmit that, as well.

[Slide.]

To the extent possible, we wanted to | ook
at concomitant use of aspirin and if there had been
any subsequent information since filing about the
| onest effective dose, anything new that had come
to light.

[Slide.]

Well, we got a lot of information

submitted, and it was a pretty big task to start
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| ooking at it. So, we organized a working group
with representatives fromthe Ofice of New Drugs,
the O fice of Drug Safety, Ofice of
Nonprescription Drugs, and Ofice of Biostatistics
to enmbark on this review

The information that was subnmitted was
reviewed, it was re-analyzed in an attenpt to try
and look at it in different ways.

[Slide.]

I amgoing to take you through one of the
better sets of information that we got from one
particul ar sponsor of several NSAIDs, and not that
I want to frustrate anybody in the room but | have
| eft off nanes or individual identifications
because we are not in the kind of setting in which
we are really prepared for the sponsors to speak
and give fair bal ance.

This is just to give you an idea of what
kind of information cane in and what we thought we
could do with that information. As | go through,
think you will see that this may be sufficient for

the purpose of an update today.
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[Slide.]

So, one particular conpany perforned a
vari ety of neta-anal yses or pool ed anal yses for
their products, and they | ooked at placebo- and
active-controll ed studies, basically follow ng the
type of requests that were in the informtion
letter, information request letter

I have two slides showing four different
NSAI Ds for which information was submtted, and
just to give you an idea of what we were | ooking at
when this information cane in.

[Slide.]

For these two products on this slide, we
can see that we have a nunmber of studies, and we
have some sanple sizes that are starting to reach
reasonabl e sizes for this type of analysis, but
overall, the nunmber of patients in these individua
studi es was smal |l because they were predom nantly
ef ficacy studies.

The open-| abel extension studies that
provide a ot of the safety information really

weren't suited for any kind of conparative analysis
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of cardi ovascul ar ri sk

You can see we got placebo-controlled
studies, active-controlled studies with other
NSAI Ds, as well as studies using aspirin as a
t herapeutic agent, as an active control

The reporting of cardi ovascul ar events was
low. | will show you the next slide, which is
pretty nuch simlar.

[Slide.]

So, these are four representative NSAI Ds
to give you an idea of the kind of information that
is available in the ol der records.

[Slide.]

When we | ooked at all of this information,
we dug into it, we asked for sone clarifications.

We | ooked at all of the sponsors who subnitted

i nformati on, and we cane to sone concl usions, and
that is, the data available through this
informati on request |letter was not able to support
evi dence of the presence or absence of an
associ ati on between these ol der NSAI Ds, and sone of

t he newer ones even, and cardi ovascul ar adverse
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events.

The Iimtations were that the sanple sizes
were generally small, even with pooling. The
studies were very short duration. They were four,
six, eight weeks. W had some up to 24, 25 weeks.

There was a tremendous anmount of
het erogeneity and variability in design,
popul ations fromtrial to trial, and it is
important to note that these trials really weren't
intended to |l ook at this as an outcone.

These were efficacy studies for the nost
part. There really wasn't a question about
cardi ovascul ar risk associated with nonsel ective
NSAIDs at the tinme these products were under
eval uati on.

So, we can't really add to our current
knowl edge of cardi ovascul ar risk outside of the
products that already have these | arge studi es that
wer e di scussed | ast year.

But the inportant thing is that we did, to
the extent possible, look at the information to see

what it could possibly inform
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[Slide.]

The nonprescription NSAIDs, we also | ooked
at those. A lot of the information that was
submitted was fromthe original Rx applications, as
wel | as the over-the-counter switch studies, and we
had the sane issues.

The original studies for the Rx products
were small, short, and there were few events.

There were no adjudi cation processes. It was just
not suitable for this type of analysis. O course,
the OTC studies thensel ves were generally |ess than
a month in duration.

[Slide.]

So, just to let you know where we are now,
we have just about conpleted all the NSAID | abe
updates. There is a couple of unusual, not
standard NSAIDs, that we are just finalizing sone
of the last details. So, that has been conpl et ed.

When we | ook back at the experience from
the products that did show signals, and the studies
that were required in order to get those signals,

the | arge outcone studies, we have decided that new
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NSAI Ds under devel oprnent shoul d perform nedi ca
out come studies to evaluate cardi ovascul ar out cones
pr e- appr oval

Just to give you an update, as one of the
other elements fromthe advisory committee neeting
was that there would be an additional outcome study
for cel ecoxib.

I can't provide nuch detail at this point
intime, but | can just say that we have not yet
come to agreenent with the sponsor over a tria
desi gn, and we have di scussed sone concerns wth
the proposed protocol with the sponsor.

So, if you have any questions.

Questions and Answers

DR. CGRCSS: Thank you, Dr. Hertz. M
conplinments to you for your thoroughness, bal ance,
and actions taken by the FDA

Dr. Furberg.

DR FURBERG | amsensing a
contradi ction. W have the conclusion on page 13,
the slide saying that the data fromthe trials do

not support the presence or absence of an
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association with cardi ovascul ar events, enphasizes
smal | trials, short duration, few events,

het erogeneity, basically, you can't conclude very
much, and on that information, you decided to go
ahead with a boxed warni ng.

So, the scientific justification for that
is weak when it conmes to the traditional NSAIDs.
For the COX-2s, we have individual trials
confirm ng harnful effect, but for the others, I
think the docunentation is very weak, and | just
wonder why you took that action

Yest erday, we had the di scussion about the
drugs for attention disorders. W were told that
the bl ack box warni ng woul dn't be appropriate
because we don't have enough information

What is the consistency here? Wy do we
have i nconsi stency?

DR. HERTZ: Well, | think that there is
not quite so much inconsistency. This data that
came in as a result of the information request
doesn't support a finding, so we can't attribute

individual risk or identify risk associated with
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sone of these ol der products.

But the | arger outcone studies, several of
them di d have nonsel ecti ve NSAI D comparators, and
when the anal ysis was done that reviewed those
studi es that had active conparators, it was felt
that there really wasn't any clear difference or
consi stent difference between the nonsel ective and
sel ective NSAI Ds.

So, the statements that went out | ast
April, and the |abeling changes that went out,
reflected the anal ysis of those |arge outcone
studi es, and the concern that based on the
avail abl e information, there does not appear to be
the ability to distinguish risk between the
different types of NSAIDs or even to rank-order the

ri sk among those studi es, those products that had

st udi es.

DR. FURBERG | don't think you have mnuch
power to make that claim | nean you are dealing
with small nunbers. It still can be a fairly

substantial difference between them and that

sonehow i s | ost.
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DR HERTZ: Well, | hope that some of that

can start to be addressed further as we get

addi tional studies, so we are |ooking to the next

study, perhaps the Cel ebrex study, to help add sone

addi tional information.

There is always the opportunity for other
products to cone in and show us that there is no
ri sk associated with them but in the absence of
anything nore than what we currently have, that the

out cone studies, as they were reviewed, that data

was considered, we felt that this supported the
nmost appropriate response for the avail abl e
information that we had at the tine.

DR GROSS:  Arthur.

MR. LEVIN. At the February neeting,

had presentations on two product in the pipeline.

What has happened with those new products, have

they nmoved forward? |Is there nore study involved?

I amjust curious where they are. | don't renenber

the nanes of the two drugs, but there were two
drugs that we had presentations on that were

pre-approval in the pipeline.
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DR HERTZ: Right. | don't have any new
information that | can report on those.

DR. CGRCSS: Any other comments or
questions?

DR MEYER | amDr. Robert Meyer. | am
the Director of the Ofice of Drug Evaluation I,
under which DAARP, and | am not going to even try
to say the nane, resides

I just wanted to be clear in response to
Dr. Furberg's question, that the timng of this was
that the black box decision was nmade on the basis
of the large outcomes trials, which included NSAI Ds
as conparat ors.

Thi s data request and anal ysis was sort of
a secondary check on our part to see whether there
was sonething nore that could be made of the
existing clinical trials databases that would
further informor refine our actions that we have
al ready taken.

The conclusion is, despite | think a very
good effort by a nultidisciplinary teamat the FDA

is that these data do not further inform our
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deci si on.

DR. CGRCSS: Thank you for that
clarification.

Hearing no other comrents, Dr. Jil
Lindstromw || introduce, give us an update on the
i sotretinoin risk managenment program and the new
appr oaches.

Introduction to Isotretinoin Risk
Management Program

DR LI NDSTROM Good norning. Today, we
are going to informyou about changes that have
been inplenented to reduce the risk of feta
exposure to isotretinoin.

[Slide.]

As you know, isotretinoin is indicated for
the treatnent of severe recalcitrant nodul ar acne.
It is the only drug noiety approved for this
i ndi cation, which is devastating and often
per manent |y di sfi guring.

Isotretinoin is also a potent human
teratogen and over its 24-year marketing history, a

series of progressively nore rigorous risk
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managenent tools have been inplenented to try to
mtigate this risk

VWhen | |ast stood before you in February
of 2004, the sponsors and the agency presented
information to this comittee about the inpact of
the sticker risk managenment program known for the
i nnovat or by the acronym SMART, largely in part
because the nunmber of pregnancies reported to the
agency in the year follow ng the inplenentation of
the sticker program were not substantially
different than the nunber of pregnancies that had
been reported in the year preceding inplenentation
of that program

[Slide.]

This committee, in conbination with the
Der mat ol ogi ¢ Advi sory Committee, advised that the
sticker risk managenent program be revi sed.

Addi tionally, because there were multiple
prograns, although in content quite simlar in nane
and logo, and in ternms of material, they were
different for the innovator and the generic

conpani es goi ng by the various names - SMART,
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SPIRI T, | MPART, and ALERT, you advised that these
mul tiple prograns be consolidated into a single
revised programw th one set of materials, one
nane, and one | ogo.

[Slide.]

You recommended that this consolidated
revi sed programinclude registration of al
patients, both nen and wonen, registration of
prescri bers and pharnmacies, and a tight |ink
bet ween pregnancy testing and di spensing of the
drug, as well as inplenentation of a pregnancy
registry to assess the root cause for any feta
exposure that m ght occur

Since we received these reconmendati ons
fromyou, both the agency and the sponsors have
been working vigorously to inplerment them

[Slide.]

On the part of the agency, we established

a working group with broad representation from
across the Center including involvenent of
representatives fromthe Ofice of New Drugs, the

Ofice of Generic Drugs, the Ofice of Drug Safety,
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the O fice of Conpliance, Pregnancy and Lactation
Team as well as representatives fromthe Division
of Drug Marketing and Comuni cation later in the
process.

We net together internally and met with
the sponsors, as well. Internally, we drafted the
whi te paper, which was included in your background
package, and in that white paper, we had
articul ated our conceptual framework for a risk
managenent program that woul d i ncorporate your
recomrendat i ons.

This white paper was provided to the
sponsors in July of 2004, and by Septenber of 2004,
they returned to us with a presentation of a
conceptual framework for the programthat they were
devel opi ng.

By Decenber of 1004, they presented us
with a submission tinmeline, and fromthat point
t hrough June of 2005, they subm tted conponents,
detail ed components of their programfor agency
f eedback and comment, and their | abeling

suppl enent, which detail ed the conpl ete program
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was submitted to the agency on June 24th, 2005

[Slide.]

Thi s underwent accel erated review by the
agency and was approved under Subpart H on August
12t h, 2005.

The followi ng nonth, registration began
for whol esal ers and pharnaci es, and patient
enrol I ment was begun on Decenber 30th, 2005, and we
anticipate the transition will be complete on March
1st, 2006.

[Slide.]

The i PLEDGE program i nvol ved participation
by all of the stakeholders involved wth
i sotretinoin fromwhol esalers to pharnmacies to
prescribers and patients. They interact with a
t echnol ogy- based, perfornance-linked access system
to ensure that only qualified patients receive the
drug.

Now, in a few mnutes, the sponsors are
going to describe this programin nmuch nore detail
but before they do, | want to point out just a few

uni que aspects of the program
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First, although there are other
performance-|inked access ri sk nanagenent systens
in place, this is the first that has been
i mpl emented for a widely prescribed drug.

Second, this is the first time that the
i nnovat or and generic firns, essentially
mar ket pl ace conpetitors, have conme together and
cooperated in the interest of public health to
devel op a single consolidated risk imunization
action plan of this magnitude.

Finally, we are inmplementing this risk
managenent program i PLEDGE in a multi-source
environnment. The drug, as has al ready been
menti oned, has been marketed for many years, it is
wi dely prescribed, and as such, in our free market
system normal and conpl ex distribution channels
are in place to ensure delivery.

The legitimate interests of these parties,
the distributors, up to approximately 200
whol esal ers and distributors, perhaps 55, 000
pharmacies, as well as all of the prescribers and

patients, have needed to be taken into account.

file:///C)/dummy/0210DRUG.TXT (132 of 198) [2/21/2006 11:37:20 AM]



file:///Cl/dummy/0210DRUG.TXT

133

[Slide.]

Whi | e these uni que aspects have
represented uni que chall enges for us, | think they
al so represent unique achievenents of this really
unpr ecedent ed program

[Slide.]

Now, al though nuch has been acconpli shed,
there is still work to be done. Both the agency
and the sponsors are aware that programrefinenents
may need to be nade.

Additionally, we anticipate and | ook
forward to having a public discussion about the
metrics of the program what neasures will we | ook
at nost closely, how will we define success, what
comparisons in terms of time will we make, and
while we do | ook forward to a public discussion of
metrics and these issues, it is not the focus of
today's presentations or discussions, which are
intended to be informational in nature.

I will be available for questions
afterwards, but | think it probably woul d make the

nost sense now to invite the sponsors to cone up
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and present the details of the i PLEDGE program

DR GROSS: Dr. Susan shiff will talk
about the risk management program for pregnancy.

i PLEDGE | sotretinoin Pregnancy Risk
Managenent Program

DR. ACKERMANN SHI FF:  Good norning. My
name is Susan Ackermann Shiff. | amthe d oba
Head of Ri sk Managenment for Hoffmann-La Roche. We
appreciate the opportunity to neet with the FDA and
the conmittee to give you sone insights into
i PLEDGE, or the pregnancy risk managenent program
for isotretinoin.

It is a product of a collaboration
unprecedented in nature anong five conpanies -

Hof f mann- La Roche, Myl an/ Genpharm Ranbaxy, and
Barr, and our vendor partner Covance.

[Slide.]

Today, we would like to describe for you
the program s devel opnent, the update on the
program the structure of the program and our
i mpl ement at i on.

This presentation is divided into three
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sections. | will give you an overview of the
program al so, how we have evol ved from SMART to

i PLEDGE. Christine Mundkur, from Barr
Laboratories, will describe for you a little bit
about the devel opnent process of i PLEDGE, and then
finally, Janes Shanmp will describe the program

[Slide.]

The | ast decade has had the sane public
health goals, that we want to ensure that no fenale
pati ent becones pregnant before starting
i sotretinoin, and no fenal e patient becones
pregnant while on the product.

[Slide.]

Based on the public health goals and our
di scussi ons from SMART, and what we know about ri sk
managenment from 20 years on the product, the system
of i PLEDGE is a verification of checks and
bal ances, and docunentation that requires:

Mandatory registration of all nenbers of
the system prescribers, patients, pharnacies, and
whol esal ers;

Mandat ory nont hly | aboratory pregnancy
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testing that is verified by the prescriber and by
t he pharnaci st ;

Mandatory interactive educati ona
conponent on a nonthly basis;

Al that to be authorized before the
patient can actually get the dispensed product.

[Slide.]

I would like to briefly describe for you
the evolution of risk management and how we
actually cane to i PLEDGE and the data we used to
devel op the system

[Slide.]

As everybody recalls, we have had a | ong
hi story of risk nanagenent on isotretinoin. The
product was approved in 1982, and Dr. Thi bout ot
said quite eloquently the use of isotretinoin is
for severe recalcitrant nodul ar acne, for patients
who are unresponsive to systemi c antibiotics, and
we should rem nd oursel ves of the painful and
disfiguring condition, particularly the scarring
and permanent scarring that could be in place if

the patient does not use a product.
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There is al so no other product avail abl e
that can resol ve these |esions.

W al so know from Dr. Thi boutot that
teratogenicity was known about the product since
its launch in 1982. W have worked with the FDA to
develop a variety of different pregnancy prevention
prograns.

The first one of its kind was in 1988. It
i ncluded a voluntary survey, educational nmaterials,
and nore inportant, pregnancy testing requirenents
and contraceptive requirenents.

We have had frequent enhancenents through
to 2002 to the SMART program the systemto nanage
Accut ane-rel ated teratogenicity.

Thi s incorporated the conmponents fromthe
Pregnancy Prevention Programin addition to the
yel l ow sticker that verified the negative pregnancy
test.

[Slide.]

In 2004, we were here with our generic
col | eagues, and we provided you with the first year

of SMART results. In addition, the sponsors in
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total proposed a single enhanced pregnancy risk
managenent systemthat included registration of
prescribers, pharmacists, and patients, a preghancy
regi stry, and educational conponents.

At that tinme, the joint comittee agreed
wi th our proposal and provided some insights into
enhancements.

[Slide.]

I would like to now just take a few
m nutes to describe to you what we presented at the
2004 advi sory committee, nore inportantly, the data
that we used from SMART to informi PLEDGE

As you recall, SMART had prescriber,
patient, and pharmacy requirenents, and briefly,
the prescriber requirenents included readi ng and
under st andi ng the ri sk nanagenent program signing
a Letter of Understanding, and then getting the
yel | ow sti ckers.

Again, the yellow sticker was a verifiable
Iink between the negative preghancy test and the
di spensi ng of the product.

Phar maci sts were checked to ensure that
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that yellow sticker was on the prescription. They
woul d di spense no nmore than a 30-day supply within
the 7 days of the negative pregnancy test or the
7-day wi ndow. No tel ephone refills, conputerized
prescriptions were all owed.

[Slide.]

Finally, the patients had to visit their
prescriber on a nonthly basis, have had a negative
pregnancy test, comrmitted to using two safe and
effective fornms of contraception, and sign their
two i nformed consents, both the all patient and the
pregnancy, and be informed of the purpose of the
Accut ane and isotretinoin surveys.

[Slide.]

We eval uated year one of SMART using three
different data sources, the Prescription Conpliance
Survey, the SMART revi sed Accutane Survey, and then
actual case reports.

[Slide.]

I would Iike to briefly review the data we
had fromthe first year of SMART.

First, the Prescription Conpliance Survey,
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and that was the audit of filled prescriptions at a
sanpl e of pharnmacies. W found that the stickers
were working well, 97 percent were utilized, 96
percent were conpleted correctly. The mechanics
wor ked wel |, but the sticker did not represent a
negative pregnancy test.

[Slide.]

From t he Accutane Survey or the
Epi dem ol ogi ¢ Survey that has been in place since
1989, and devel oped by the Sl oan Epi dem ol ogy Unit
of the Boston University School of Public Health,
it asked various issues related to risk managenent
i ncludi ng contraception use, sexual practices, and
i mportant conponents of adherence to the program

We were able to increase the enroll nent
rate from 17 to 28 percent, but we didn't reach our
60 percent netric, so women weren't participating
in the survey. More inportantly, however, 9
percent of femmles who recalled the yell ow sticker
did not recall having had a preghancy test prior to
the initiation of therapy.

Whi | e they understood the need to avoid

file:///C)/dummy/0210DRUG.TXT (140 of 198) [2/21/2006 11:37:20 AM]



file:///Cl/dummy/0210DRUG.TXT

141
pregnancy, they certainly did not understand the
need to practice contraception or get their
pregnancy tests.

[Slide.]

Finally, when we | ooked at the absol ute
nunbers, as Dr. Lindstrom nentioned before,
pre- SMART, SMART, and again, the cal endar year we
used is April 1st to March 31st for pre-SMART year,
and then April 1st of 2002 through March 31st, 2003
for SMART Year 1, the absol ute nunbers increased
from 150 to 183.

We were successful in reducing the
percent age of wonen who were pregnant at the
physician's office prior to the initiation of
therapy, and in reducing the percentage of wonen
who got pregnant while on therapy, but there was a
| arge number of unknowns that could potentially
skew t hat dat a.

[Slide.]

So, what did all this nean? W had
20-plus years of history and risk managenment on the

product. W have data from SMART Year 1, and we
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certainly realized, along with our generic
col | eagues, that we had to inprove SMART, which now
is ultimtely i PLEDGE

The further tightening of the existing
link between the negative preghancy tests and the
di spensi ng of the product was an absol ute nust.

Rei nf orcement in educati on was anot her rmust.

W realized that a single risk managenent
program for the nol ecul e woul d reduce confusion
The Iimted participation in the voluntary survey
had to be considered, and the centralized pregnancy
reporting systemthat allowed us to do root cause
anal yses on each of the pregnanci es would help
i mprove subsequent prograns.

[Slide.]

The feedback we received fromthe joint
advi sory conmittee was very consistent. They al so
suggested full registration of all healthcare
prof essi onal s, conprehensive testing of the
educational materials, so that they would be
useful, mandatory patient foll owup, and then the

| aunch of the program should not be del ayed by a
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pil ot or any cost anal ysis.

[Slide.]

Specifically, iPLEDCGE used all these
enhancenents together. The tightened pregnancy
testing link, now we have a | aboratory-confirned
pregnancy test. It nust be entered into the system
by the physician and then confirmed by the
prescri ber.

Rei nf or cement of contraceptive use and the
i mportance to continually rem nd wonen to use their
contraceptive correctly was an absol ute nust.

Now, patient and prescriber entries into
the systemnust match their primary form In
addition, patients nust answer nonthly questions
related to their contraceptive choices and severa
conponents of risk managenent.

The single risk managenent program ensures
reduced confusion anong all key players in the
system

[Slide.]

Limted participation in the Accutane and

i sotretinoin surveys. Now, we have patients
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answering nonthly questions into the system again
confirmng their commitnment and their cooperation
with the risk managenment program

Finally, a centralized pregnancy reporting
systemallows us to do root cause anal yses on al
of the pregnancies that come into the system and
it requires vis-a-vis the USPI that prescribers
must report all isotretinoin-exposed pregnancies.

Finally, we have an enhanced lost to
followup plan to foll ow wonmen who are pregnant, to
get the information necessary to inprove future
pr ogr ans.

[Slide.]

What we have cone to after 20 years of
experience on the project, after SMART Year 1 data,
after consultation with the FDA, the advisory
conmittees, and various stakeholders is the i PLEDCE
program

The centralized pregnancy ri sk nmanagenent
systemwi th mandatory registration of whol esal ers,
prescribers, pharnmacies, and patients, enhanced

education, a pregnancy registry, and ongoi ng
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program i nprovenent, we hope to further reduce
fetal exposure.

| would like to now turn it over to

Christine Mundkur, who will talk briefly about the

devel opnment process of i PLEDGE
M5. MUNDKUR:  Thank you, Susan. Good
nor ni ng.

| am Christine Mundkur with Barr

Labor at ori es. | amthe Senior Vice President of

Qual ity and Regul atory Counsel
[Slide.]

i PLEDGE builds on the pregnancy prevention

prograns that Susan previously described. W took

those | earnings and conti nued to devel op the
i PLEDGE program Today, | will provide you an
overvi ew of this program and the devel opnent

timelines that we went through.

As you have heard, i PLEDGE is the first of
its kind in scope and conplexity, where nmultiple

manuf act urers, conpeting manufacturers col |l aborated

wi th Covance, our vendor, with FDA, and the key

st akehol ders to devel op one conprehensive risk
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managenent program for an existing product that
goes through normal distribution channels.

[Slide.]

The purpose of this slide is to really
denmonstrate the unprecedented scope of the
devel opment of the i PLEDGE program The five
conpetitive manufacturers cane together after the
2004 advi sory committee and determ ned that we
needed to devel op one central program

Because of the conplexity of the
requirenents and due to the diversity and |arge
nunber of our stakehol ders, Covance needed to
desi gn and devel op one novel conputer-based
progr am

No ot her risk managenent program has the
vol unme of users interacting with it. Specifically,
for i PLEDGE, the annual registry participation may
be 298 whol esal ers, 36,000 prescribers, 55,000
retail pharmacies, and potentially 200, 000
patients.

[Slide.]

The devel opnent of i PLEDGE has been a
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series of interdependent and conpl ex el enents that
t he manufacturers have been working on since the
advi sory conmmittee in 2004 to nove the devel opnent
process along in a tinmely manner

We i medi ately started working on the
vendor sel ection process, ultimately deciding on
Covance in August of 2004. 1In parallel, we began
di scussions with the agency to further define and
develop the requirenents and the el ements of the
pr ogr am

Thi s di al ogue has continued throughout the
devel opnment, the approval, and the transitiona
phases of the i PLEDGE program It included
mul ti ple discussions and submi ssions with the
agency including five different division groups,
which resulted ultimately in the subm ssion of the
| abel i ng suppl enent in June of 2005, and its
ultimte approval is in August of 2005

[Slide.]

Early in the devel opment process, the
Cel gene patents were raised as a potential issue.

The manufacturers together reached a resol ution
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with Celgene in coming to a |licensing agreenent.

The manufacturers al so understand the
i mportance of comunicating and interacting with
the various stakehol ders including the devel opnent
of our Scientific Advisory Board. W began these
efforts in Novenmber of 2004 and starting to
communi cate with all of our various stakehol ders.

Utimately, the past several nonths have
been focused on the transition fromthe SMART
programs to the i PLEDGE program Specifically, we
have been focusing on the education, the
registration, and the activation of the key
st akehol ders.

Sone of the key nilestones include actua
sending out the registration materials to the
whol esal ers, prescribers, and pharnmacies in
Sept enber of 2005. W began patient registration
the end of Decenber, and we have the nandatory
registration and activation of all stakehol ders for
March 1st.

[Slide.]

St akehol ders are very inportant to the
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success of the i PLEDGE program Therefore, the
sponsors created a Scientific Advisory Board for
i PLEDGE in order to obtain feedback fromthem

The st akehol ders include representatives
for all key areas - the healthcare providers, the
phar maci es, whol esal ers, researchers, and patients.

We presented the framework and key
concepts during the devel opnent of the program
however, it wasn't until the stakehol ders had an
opportunity to really see the overall program and
to actually have an opportunity to see how it would
work under real life practice did we really get the
majority of the feedback back.

We continuously ask from our stakehol ders
for feedback, so that we can assess it, reviewit,
and i npl enent where we can quick fixes and
ot herwi se al so | ooking for continued enhancenents
to the program

[Slide.]

One consi stent nessage back from our
st akehol ders has been the need for a transition

time. They needed the tine to go fromthe existing
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SMART and SMART-1i ke ri sk managenent prograns over
to the i PLEDGE program

That need for time was, one, to educate
thensel ves, to educate their staff, also, to | ook
at how these processes, the new processes woul d be
introduced into their existing business practices,
as well as to nmake sure that the staff would
under stand and be able to participate in the
i PLEDGE program

We began the transition period for the
patients and doctors on January 1st.

That is currently where we are as far as
fromthe devel opnent programis during the
transition phase.

In conclusion, | would like to say that
this collaborative effort between all of the
sponsors and the five different divisions of the
agency, and through our Scientific Advisory Board
has produced i PLEDGE, which in itself is a
conprehensive, multifaceted risk nanagement program
that will further enhance the pregnhancy prevention

goal s associated with isotretinoin.
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Thank you.
I would Iike to now introduce James Shanp,

from Covance, and he will be discussing the i PLEDGE

pr ogr am

MR SHAMP:  Good norni ng.

[Slide.]

I am Ji m Shanp, a director with Covance,
and | will be presenting a systemoverviewto you

this morning, as well as a status update.

[Slide.]

This first slide shows all of the
st akehol ders participating in i PLEDGE, starting on
the left and going clockwise with the
manuf acturers, the whol esal ers, pharnaci es,
patients, and prescribers.

This picture also shows the product flow
fromthe manufacturers, through the whol esalers, to
the pharnmaci es and eventual |y di spensed to the
patient.

Additionally, you can see the interfaces
between the participants and i PLEDGE with the

arrows going in to i PLEDGE, as well as the
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i nteractions between each of the stakehol ders, for
i nstance, the prescriber with the patients.

We register all patients in i PLEDGE. W
do this to create a baseline data point of all
patients participating in i PLEDGE, as well as to
provi de data for prescription dispensed through
i PLEDCE.

[Slide.]

I will start with wal king you through the
process required to qualify a fermal e patient of
chil d-bearing potential for isotretinoin, and the
next several slides will build on this process.

It starts with a prescriber identifying a
patient that should receive isotretinoin.

[Slide.]

At the initial registration visit, the
prescriber first determines if this patient is
chil d-bearing potential, and if so, a screening
pregnancy test is required, and this test nust be
negative before the registration occurs.

Next, the prescriber educates the patient

and then registers the patient in i PLEDGE, entering
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pati ent denographics, as well as a unique patient
ID for this patient.

Once this registration is conplete, the
systemthen enforces a 30-day wait before any ot her
activity can occur for this patient. The reason
for this is to enforce the requirenent that this
patient nust be on two forns of contraception for
30 days prior to receiving her first prescription
for isotretinoin.

Additionally, in this tine period, the
patient nust receive contraception counseling.

This can be performed either in the prescriber's
office or the prescriber can refer this patient to
anot her heal thcare provider for this contraception
counseling, in which case i PLEDGE wi Il pay for that
visit.

[Slide.]

After 30 days have gone by, the patient
can return to the prescriber's office, or the
prescriber now confirnms this patient in the system
It starts with the prescriber entering two forns of

contraception that this patient has chosen to use.
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The prescriber additionally educates the
patient again, providing counseling, orders a
| abor at ory- conduct ed pregnancy test, provides the
patient with the prescription, and after conpletion
of this confirmation in the system this begins the
7-day wi ndow that the prescription rmust be filled.

[Slide.]

Three things have to occur in the 7-day
wi ndow. First, the patient nust have the
| abor at ory- conduct ed pregnancy test perforned.
Additionally, the patient must interact with the
education and ri sk managenent conponent of the
system This is where she enters her two choices
of contraception, and the primary choice that she
enters must match with the primary choice that the
prescriber entered or else this patient does not
qualify to receive isotretinoin.

[Slide.]

After she enters her choices for
contraception, the patient then answers a series of
questions about the program about the

requi renents, about birth defects, and about
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contraception.

After conpleting that, the prescriber
still nust enter the pregnancy results. Wen the
prescriber enters the pregnancy results, if the
results are positive, this prevents this
prescription frombeing filled and prevents the
patient fromgetting isotretinoin.

If it is negative, this patient is now
qualified to receive this prescription. The
patient can then take her prescription to the
pharmacy, where the pharmaci st nust authorize the
prescription fill through i PLEDGE, and this can be
performed either on the web or over the phone.

The system as part of the authorization,
confirns all the requirenments have been net for
this patient this nmonth, including that the
prescriber is registered and activated, the patient
is registered, the patient has been confirmed in
the system the patient has answered her nonthly
questions, and a negative pregnancy test exists for
this nonth for this patient.

If the system determ nes those
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requi renents have been satisfied, the pharmacist is
then required to enter product information into the
system and the systemthen provides a risk
managenent aut hori zati on nunber back to the
pharmaci st, and the pharnmacist is required to wite
this nunber on the prescription, which then
provides an audit trail of that prescription to the
aut horization in the system

Additionally, the systemal so provides a
do not dispense to after date to the pharnaci st,
and the pharmacist wites this on the prescription
bag sticker that i PLEDGE provides to the
pharmacist. This is the date that the prescription
must be di spensed to the patient by. |If the
patient conmes in to pick up the prescription after
this date, the pharnacist cannot dispense to the
patient.

[Slide.]

So, now the patient receives her 30-day
supply of isotretinoin for this nonth, and then
must wait at | east 23 days before she can start

this process over to receive another prescription,
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t hereby enforcing a maxi num 30-day supply for any
one nonth for a patient.

It is these activities and these
interfaces that provide the verifiable link in
i PLEDGE to these requirenents.

[Slide.]

Upon conpl etion of therapy, the fenale
patient of child-bearing potential has sone
addi tional requirenments, which are she nust obtain
anot her nmonthly | aboratory pregnancy test upon
conpl eti on of therapy, she nust continue using her
two fornms of contraception for another 30 days, and
she nust have an additional |aboratory pregnancy
test 30 days after conpletion of therapy.

The prescriber is required to enter the
results of both of these pregnancy tests into the
system and this is to ensure that the patient is
not pregnant the 30 days after therapy.

[Slide.]

As you can see, all of these links are in
the system Because of that, we are able to

provide a determnation if an expected activity has
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not occurred for a patient. For exanple, if the

| ast pregnancy test 30 days after therapy does not
occur, the systemrecognizes this, and then marks
that patient as lost to foll ow up

When i PLEDCE recogni zes this, severa
things happen. W first try to attenpt to contact
the prescriber with two tel ephone calls. If we are
unabl e to contact the prescriber, then, we follow
that up with a traceable letter to the prescriber.

If that is also unsuccessful, we then
focus on the patient where we do the two phone cal
attenpts to the patient, and if that is
unsuccessful, we follow that up also with a
traceable letter.

The reason we do this is to ensure that
there are no undetected pregnancies out there.

[Slide.]

The patient path for males and femal e
pati ents of non-child-bearing potential is now on
the screen. It again starts with identifying the
patient to receive isotretinoin. The prescriber

determnes that this is not a child-bearing
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potential patient, in which case there is no
screeni ng pregnancy test required.

Simlarly, the prescriber educates,
counsel s, and registers this patient in i PLEDGE
and upon conpletion of the registration, this
patient can then be confirmed on that visit in the
system There is no 30-day wait for nmales or
femal e patients of non-chil d-bearing potenti al

At that point, the patient can then take
the prescription to the pharmacy and have it
aut hori zed, and the authorization process for these
patients is identical. The patient then receives a
30-day supply of isotretinoin, and again nmust wait
23 days, at |east 23 days to receive the next
prescription.

[Slide.]

This is a picture of all the educationa
materi al s that have been created for i PLEDGE for
each of the users

[Slide.]

Materials created specifically for

prescribers incl ude:
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A Guide to Best Practices, which is an
enhanced nanual over the previous risk nmanagenent
program s gui de

A Contraception Counseling Guide, which is
provided to assist the prescriber in counseling
this patient on contraception if the prescriber
chooses to provide the counseling himor herself.

We al so provide checklists to the
prescriber to be used at each office visit for each
patient. Both of those are new to the program

There is a guide for recognizing
psychi atric disorders in adol escents and young
adults, and that is also an enhanced gui de over the
previous risk nanagement prograns.

There is a DVD that contains two videos to
be shown to the patient. These are enhanced over
the previous risk management prograns.

There is also a reference flowhart to be
used by the prescriber in day-to-day practices.

[Slide.]

Al of the pharmacy materials are new for

the i PLEDGE program and they include the
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Phar maci st Guide, a supply of prescription bag
stickers to be placed onto the bag prior to
di spensing, as well as a reference flowhart for
t he pharnaci st.

[Slide.]

Patient materials are tailored as to the
type of patient they are, whether they are a fenale
patient of child-bearing potential, or the other
category are the nmales and the femal es not of
chi | d-beari ng potenti al

The FCBP materials include:

A Program CGui de to isotretinoin.

A Birth Control Workbook, which is
provided to the patient to assist her and to
educate her on contraception to help her make her
contraception choices. This is a new book for
i PLEDGE

The Contraception Referral Form and
Contraception Counseling GQuide. This is given to
the patient to take to another heal thcare provider
if she is referred sonewhere el se to receive her

contraception counseling. This guide then assists
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that healthcare provider in hel ping her nake the
correct choice for contraception.

The patient kits also include a patient
I D, which contains the unique patient identifier
for this patient to be used in i PLEDCE, as well as
the two consent forns required for each fenuale
patient of child-bearing potential, and a reference
flowmchart for her.

[Slide.]

The mal es and femal es of non-chil d-bearing
potential have al so an enhanced program gui de, the
single consent formthat they are required to fil
out, their patient ID and their flowhart.

[Slide.]

Speci fic programrequiremnments.

[Slide.]

Regi stration and activation of the
prescriber starts with the prescriber obtaining the
registration form This can be done either through
the Internet or on the phone. They then conplete
the registration form sign it, and they can either

fax it back or mail it back to i PLEDGE
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Upon receipt of the registration form we

conplete the registration in i PLEDGE and t hen
provi de back to the prescriber their user narme,
their password, and their educational kit.

Once the prescriber receives this
information, they are able to review the
educational material and then log onto the system
and activate, which is where they attest to
under st andi ng and foll owi ng the requirements of
i PLEDGE.

The activation itself can be perforned
either on the Internet or on the phone, but we do
recomend you use the Internet. It is much faster
and nuch easier to conplete.

Once the activation is conplete, the
prescriber is then nmailed the initial set of
patient educational kits, and the prescriber can
begin prescribing isotretinoin to patients.

[Slide.]

Addi tional prescriber requirenents. As
you just saw, we have to register and activate

initially. The activation expires annually, so we
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require reactivation annually. They nust agree to
counsel all patients on isotretinoin. They can
only prescribe a maxi mum 30-day supply to any
patient in any one nonth.

[Slide.]

They nmust agree to register all patients
in i PLEDGE, and signify, as part of the
confirmation and registration, that they have
obt ai ned the signed inforned consents fromthe
patient, and that they have provided the
appropri ate educati on and counseling to this
patient.

[Slide.]

Specific requirenments for fenale patients
of chil d-bearing potential

There is the additional infornmed consent
about birth defects. They nust receive the
appropri ate contraception counseling.

The prescriber nmust signify that the
patient has selected and committed to using two
forns of contraception 30 days prior to therapy,

while on therapy, and 30 days after therapy.
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The femal e patient of child-bearing
potential must have the negative pregnancy
screening test before registration and obtain
mont hly | aboratory pregnancy tests.

[Slide.]

The process for pharmacy registration is
simlar to the prescribers. They obtain the
registration formthrough the Internet or through
the phone. They conplete their registration form
and this is conpleted by a responsible site
pharmaci st. They are responsible to performthese

actions on behalf of the pharmacy.

They return their signed form back through

a fax or the mail to i PLEDGE. Upon conpl etion of
registration fromi PLEDGE, we then send the RSP
their educational materials including their user

nane and password

They then train the other pharnmacists that

wi Il be dispensing isotretinoin on this process,
and after that, they conplete by activating in the
system again attesting that they understand the

requirenents and that they are able to foll ow these
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requirenents.

Once they have activated the pharnacy in
the system they are then able to authorize and
begi n di spensi ng through i PLEDGE

[Slide.]

Speci fic pharmacy requirenents. As |
menti oned before, they have to pick a responsible
site pharmacist to act on behalf of the pharmacy.
The RSP is required to register and activate
initially, as well as activate annually as their
activation also expires annually.

They nust agree to authorize all
prescriptions through i PLEDGE, to only di spense a
30-day supply, and to provide the Medication Guide
that is provided with the packagi ng.

[Slide.]

As | nentioned, the responsible site
pharmaci st is responsible to register the pharnacy,
to activate and attest to follow ng the
requirenents, and training all other pharnacists,
and they are also responsible for maintaining a

training log to prove that this training has been
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per f or nmed.

[Slide.]

Whol esal er Registration. W needed to
regi ster whol esalers in the i PLEDGE program because
we need to track the product flow data, and since
the whol esalers are a large part of that data, we
nmust register themin i PLEDGE to be able to
conpl ete that product flow data.

The whol esal ers can request to receive an
agreenent. They can receive that by mail. Once
they conplete that, they sign it, send it back to
i PLEDGE, and their registration is conplete. They
can fax or mail that in, and there is no activation
for the whol esal er group.

[Slide.]

In order to receive and distribute
i sotretinoin, the whol esal ers nust register
annual ly. They don't activate, but they do have to
regi ster annually, and they have to agree to the
ot her whol esal er requirenents.

[Slide.]

They can only distribute FDA-approved
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isotretinoin. They can only ship to a pharnmacy
that is licensed in the United States, registered
and activated in i PLEDGE. They can also ship to
ot her whol esalers with prior witten consent from
t he manufacturers.

In order to confirmif a pharmacy is
eligible to receive isotretinoin, the i PLEDGE
system sends daily updates to the whol esalers of a
list of registered and activated pharmaci es.

[Slide.]

The whol esal ers nust agree to conply with
i nspections of their records for verification of
conpliance. They nust agree to return to the
manufacturers any isotretinoin on hand if they
choose not to register initially, re-register, or
if the registration is revoked.

They nust agree to provide the product
data flow, and it is inportant to note that this
data is only provided to the manufacturers and the
FDA. It is not shared with anyone el se.

[Slide.]

Chri stine Mundkur had a slide that touched
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on stakehol der feedback. | will now provide sone
speci fic exanpl es and our responses.

The AAD initially raised the concern of
addi ti onal prescriber burden and del egati on of
those duties, and i PLEDGE responded by creating the
Ofice Staff Designee Function. This is where an
office staff can register in i PLEDGE and then can
performall patient functions in the system on
behal f of the prescriber.

There have been sone questions raised
around the 7-day wi ndow definition as to when it
starts, the duration, and what happens if you niss
it. W are under evaluation of the 7-day w ndow
and possibilities of changing that.

There have been sonme operational hurdles
that have been raised by the AAD, and we have heard
their concerns, and we are conmitting to working
with the AAD to resol ve these issues.

A very sinple exanple of this is recently,
there was sonme concern raised on ordering materials
on the system The link for prescribers to order

materials is very difficult to find, and we have
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recently added a link on the prescriber's hone
page, which is a button very easy to find.

The National Association of Chain Drug
Stores initially raised concern over the | ack of
centralized functionality in i PLEDGE for chain
pharmaci es. i PLEDGE was designed to register and
activate a single pharnacy at a tinme, not as a
cor poration.

We responded to this by providing sone
alternate nethods of registration, as well as
activation. W now have ability to register and to
activate nultiple stores at one tine.

Addi tionally, NACD has rai sed concern
about el ectronic prescription authorization, which
through i PLEDGE i s not conducive to their norma
pharmacy processes, and we have taken that under
eval uati on.

The Health Care Distribution Managenent
Associ ation raised a concern about the updates to
them the daily updates of the list of eligible
phar maci es, and we have responded by providing them

a 24-hour grace period upon receiving this list in
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order to get that into their systens for their
order processing.

[Slide.]

St atus update of i PLEDGE

[Slide.]

On Decenber 30th, that was the mandatory
date for whol esal ers and pharmacies if they wanted
to continue distributing and di spensing
isotretinoin, they had to be registered in i PLEDGE
Patient registration began on Decenber 30th.

On Decenber 31st, there was an initia
request for product return that went out to any
unregi st ered whol esal er or any pharmacy that is
regi stered, but does not intend to activate in
i PLEDGE. They were required to return the product
on hand at that tinme.

W followed that up on January 31st with
an additional request for product return to any
pharmacy that was registered and still had not
activated in i PLEDGE. They were required at that
time to return all product on hand.

The last date to fill a prescription in
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one of the previous risk managenent prograns is
February 28th, with March 1st being the mandatory
date for all stakeholders in i PLEDGE

[Slide.]

The registration and activation nunbers
for each of the stakeholders. Currently, we have
over 48,000 retail pharnmacies registered in
i PLEDCE, with over 42,000 of these activated at the
current tine.

Prescri bers, we have over 20,000
prescribers registered, with over 10,000 acti vated.

We currently have 199 whol esal ers
registered in i PLEDGE, and we have over 17, 000,
al nrost 18,000 patients registered in i PLEDGE, and
we are getting over 1,000 registrations a day for
the patients.

I will join ny colleagues for the
questions and answers.

Questions and Answers

DR CRCSS: A very inpressive effort. |

wonder if sonmeone could comrent on the

i nefficiencies nentioned by Dr. Thiboutot. Are
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those being corrected, how often do they occur,
what are the plans?

DR. MLLER Hi. Thisis Mchelle MIler
from Covance. | amthe program | eader for i PLEDGE

W have received the comments fromthe
Ameri can Acadeny of Dermatol ogy, and as we receive
these coments, we quickly assess those and | ook at
what renedi ati ons we can put in place and how
qui ckly.

In the release of the software that went
in today, as Jim Shanp had stated, we put in a
button around ordering the materials, which was one
of the problens that was raised to us that

prescri bers were having issues.

The second issue that was raised, that Dr.

Thi bout ot had nentioned that, as well, this
nmor ni ng, was around passwords and the problens with
those, as well as call center issues.

What we have done to try to address those
as rapidly as we can, we have inplenented this week
addi tional agents on the phones. W have doubl ed

the nunber of agents who can do password resets,

file:///C)/dummy/0210DRUG.TXT (173 of 198) [2/21/2006 11:37:20 AM]

173



file:///Cl/dummy/0210DRUG.TXT

174
and we are in the process of tripling the nunber of
agents totally who will be available to answer
calls in the nmonth of March, and we have al ready
increased for February, as well. M apol ogies

So, we believe that we are doi ng what we
can to address these as they come up. It takes a
coupl e weeks to respond to the change and probably
anot her coupl e weeks for the community to really
feel those changes.

DR GROSS: Henri .

DR MANASSE: | have a nunber of
questions. First of all, are these medications
available in hospitals and outpatient clinic
pharmacies, and if so, what kind of efforts have
been engaged in to register themand to get the
phar maci sts i nvol ved?

Secondl y, we tal k about pharnaci es and we
tal k about pharmacists. There is a big difference
between the two. That is particularly a critica
issue in terns of corporate pharmacy, which is
represented by the National Association of Chair

Drug Stores versus the pharnaci sts who are the
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front-line practitioners who are interfacing

bet ween the product and the patient, represented by

their professional societies.

To ny know edge, being a professiona

society, | have never received any correspondence

about how we must educate our menbers about this

particul ar program

So, | would like to get alittle bit nore

detail on that.

Thirdly, we have gotten rather intensive

suggestions from both Congressnan Stupak and the

AAD. I think we need to address sone of those

i ssues and the status of how you all are respondi ng
to those, because those are pretty serious issues.

I would also |ike some response to the

recomendat i on by AAD whet her or not the

i npl ement ati on of i PLEDGE should be deferred to a

later tine.

DR MLLER Mchelle MIler again from

Covance.

DR GRCSS: You had better not sit down.

DR MLLER Ckay, or | can just get
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of exerci se.

Let me just try to answer the first two of
your questions, which were, if | understand
correctly, were about the breadth of which we went
out to conmunicate with the pharnacies, not just
t he chai ns.

So, let nme point back to one data point,
which is there were 72,000 registration packets

sent out to pharmaci es based on the data we

recei ved from NCPDP, which is the National--1 am
sorry, | can't renenber the acronymright now, I
don't want to kill it.

So, we sent out 72,000 registration
packets. In addition, we sent out, to the sane
list, we sent out Dear Heal thcare Professiona
|etters back in the Septenber tine frane. In
addition, on the Scientific Advisory Board, not
only do we have representation fromthe chain drug
stores, but we have representation fromthe
i ndependents, as well.

DR. MANASSE: You are still mssing 6,000

hospital s, though
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DR MLLER The 6,000 hospitals would
have been part of the 72,000, | believe, that we
sent the letters out to originally.

DR. MANASSE: So, you sent it to al
I i censed pharnaci es then

DR. MLLER Al licensed eligible
phar maci es based on the packagi ng of the product of
who was eligible to dispense isotretinoin.

DR. CGROSS: CQut of curiosity, can you
comment on what this is doing to the cost of the
drug?

DR. MLLER | will let one of ny
col | eagues answer that.

DR. ANVEKAR:  Ashi sh Anvekar, Ranbaxy
Mar ket i ng.

As of now, there is no plan to increase
the cost of the drugs due to this program

DR. CGRCSS: Thank you

Any ot her questions? Robyn.

MS. SHAPI RO  What happens if the
pregnancy tests done after the term nation of the

treatment is positive?
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DR ACKERMANN SHI FF:  This is Susan
Acker mann, Hof f man-La Roche.

Can you clarify your question?

M5, SHAPIRO | nean | presune you want
the data for the registry, but in terns of howto
hel p or who is going to help or whether there is
any help for that woman who is now pregnant, having
been within that 30-day wi ndow, what, if anything,
happens? Do you just say, well, thanks for the
i nformation, bye?

DR. ACKERMANN SHI FF: Well, again the
rel ati onshi p between herself and her healthcare
practitioner will determ ne what the outcome wll
be for that individual woman.

To your point, we are collecting root
cause anal yses information to try to continually
i nprove the programto ensure that wonmen don't get
pregnant in the 30 days post therapy.

M. SHAPIROC | nean possibly, and maybe
probably, the treater is not going to be the person
who will be able to follow up a probl em pregnancy,

so | amjust wondering if you have any ot her
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educational materials or what you do to follow up
on that problem or what you think anybody does or
shoul d do

DR. ACKERMANN SHI FF:  Wel |, physicians
will certainly follow the patient through if she
chooses to continue with her pregnancy. W do, in
Drug Safety, do post-follow up of--

MS. SHAPI RO The dermatol ogi st will
foll ow her through her pregnancy?

DR ACKERMANN SHI FF:  Hopefully, she will
have an Ob-Gyn who will give her appropriate care.

M5. SHAPIRO That's the point, that's the
questi on.

DR. TH BoUTOTl: |If, unfortunately, that
were to occur, | would inmediately call a coll eague
in b-Gyn or another person that could assist with
t hi s.

I woul d hope that on the part of any
physi ci an dernmatol ogi st, clearly, you are not
prepared to deal with pregnancy issues, and we
woul d rely on our coll eagues for that.

DR GRCSS: For the record, could soneone
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review the reason that nal es and women who are not
goi ng to becone pregnant are part of the progranf

MR. SHAMP: | believe your question is why
are nmal es and femal e patients of non-chil d-bearing
potential part of the program

The reason for that is, first of all, it
was a requirenent given to us | believe fromthe
advi sory conmittee, and additionally, we needed to
be able to create a baseline of data of the nunber
of patients participating in i PLEDGE, and we coul d
only do that if we registered everyone, as well as
accurate data on prescriptions being filled through
i PLEDGE

If we didn't register and authorize each
of these patients through i PLEDGE, we woul d not be
able to then verify authorization and have the
conpl ete picture of the nunber of prescriptions
aut hori zed through i PLEDGE

DR CRCSS: Stephanie.

DR. CRAWORD: Thank you, M. Chair.

First, | would just like to reiterate what

Dr. Manasse said again. It is the same thing
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sai d when this issue was brought to our commttee
before. There is the need to make a clear
differentiati on when you are referring to
phar maci es versus pharnaci sts, because | think
sonetines you are using them synonynously, and
there is a difference.

I have three quick questions that | wll
put out at the sane tine, so the people who can
answer can COme up.

The first question is, for femal es of
chil d-bearing potential, the requirement for two
forns of contraception, realizing that some people
wi || have personal reasons for abstinence, what
will be done in those cases? Wuld they not be
all owed to receive the drug?

Secondl y, who do you consider to be the
uni ver se of physicians, being 36,000? There is
about 800, 000 physicians nationally. So, is it
restricted to just certain specialties of physician
prescribers?

Lastly, in this very conprehensive

program which | appl aud, although, of course,
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there are sonme issues that need to be addressed,
there is so much data. | heard it said that the
data are confidential to the manufacturers and to
t he FDA.

My question is, will these data by the
manuf acturers be used for any purposes other than
pregnancy prevention or detection efforts, because
in the past, we asked would they be used for
mar keting or any other use?

DR ACKERVMANN SHIFF: | will answer your
first and third questions, and Mchelle MIller wll
answer your second.

Wth regard to abstinence, as in the
current |abeling, and the new | abeling, abstinence
is a formof contraception, and again that
rel ati onshi p needs to happen between the patient
and the physician to the choice of contraception.

Now, during that discussion on
contraception, she certainly will be offered
several other options, and the physician, together
with her, will have to make the determ nation that

she is able to be abstinent during the course of
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her therapy and for 30 days post-therapy.

In addition, she will still get the
educati onal workbooks and still choose sone ot her
met hods shoul d she not be able to conplete her
absti nence.

To your |ast question, absolutely not.
The data is only for risk managenent purposes. The
conpani es do not see the individual data, only the
aggr egat e dat a.

DR MLLER To answer your question,
think the question is what is the origin of the
36, 000, because we certainly know there are nore
than 36,000 prescribers, physicians in the country,
we actually sent out over 350,000 Dear Doctor
letters based on a number, you know,
der mat ol ogi sts, known types of prescribers.

The 36, 000 was based on a conbi nati on of
those registered in the previous prograns, as well
as those prescribers who have been known to
prescribe at | east one script of isotretinoin over
a one-year period.

Not hing is precluding any prescriber from
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si gni ng up.

DR. HENNESSY: This is a tricky question,
because | don't know what the right answer shoul d
be, but is the consent formthat patients sign also
a consent formto be a subject in human subjects
research?

I woul d guess that we would want to
eval uate the effectiveness of the risk managenent
program and such an eval uati on would want to be
publ i shed and therefore human subjects research

So, then, we are left with a dilenmm of do
we require participation in human subjects research
in order to get treatnment, which you are not
supposed to do, or the other horn of the dilema is
how do you do human subjects research in a context
where you mght not have the entire universe of
peopl e.

DR. CGRCSS:  Sandy.

DR KWEDER | will take that, do the best
I can.

This is a little bit of a | ook from afar.

One of the reasons that we no | onger have the
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survey, the voluntary survey of patients, is for
that reason exactly.

OHRP had maj or concerns about that survey
and asking patients to participate even if it was
voluntary. There were sonme rewards given for
participation, and they were felt to be
i nappropri ate.

The systemthat is in place now, that
queries patients, is really designed to assess
patients' understanding of the risks of the drug
and their ability to continue to use it based on
t hat under st andi ng.

The material s have been | ooked at, and we
have di scussed those kinds of issues extensively
with OHRP to ensure that this is only information
collected, is informati on necessary to ensure the
safe adnministration and use of the drug. It is
solely for managing the risks of the drug, and not
for what would normally otherw se be considered
research purposes.

DR. HENNESSY: That makes sense. Are

eval uations of this risk managenent program goi ng
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to be conducted and published, and if so, are they
human subj ects research, and if so, will they need
a wai ver of informed consent to be able to do that?

DR, KWEDER: Qur understanding is that

they woul d not be, because they are solely for
to manage the risk of the drug.
DR. HENNESSY: Wen you say that they

woul dn't be, you nean eval uati ons woul d not be

published of it, or you nmean that informed consent

is not required?
DR. KWEDER: The latter.

DR. GROSS: Terry.

DR DAVIS: The education conponent is
very conprehensive, and it seenms to place a huge
time burden on the physician and his or her staff,

the pharmaci st and the pharmacy, and this is just a

curiosity. Are there incentives, are there

financial incentives that the drug conpanies are

giving to these people for doing this?

I nmean how much tine, | would also just be

very interested in how rmuch time burden we are

tal king about, and | say that because a | ot of
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ti mes physicians say they don't do the counseling
or don't do it as well or slow down and nmake sure
the patient understands what they are saying,
because of linmted tine.

DR GROSS: Who wants to comment on that?
CGo ahead.

DR, THIBOUTOT: In terns of conpensation
for their tinme, there is none. You are absolutely
right, and that is one of the major concerns that
we have. There is a |ot of patient education
involved, a lot, and it does take time, and
didn't read through the 14 pages of testimnonials
that we received from physici ans.

It used to be one of the physicians
comrented, and | have noticed this, as well, that
the new materials require on average about 45
m nutes of counseling, to go through these
materials in depth, and that is what we are
required to do.

You add to the 45 minutes of patient tineg,
the tinme that is being taken away fromthe

patients, to be held on the phone Iine for an hour,
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that no one is conpensating for this, and this is a
concern

It's a concern of practitioners, because
as you m ght inmmagine, everyone is in sone sort of
busi ness unfortunately. | hate to say it, but you
are, everyone is, and when you have to put this
much tine into the key conponent, which is the
education of the patient, we are being taken away
fromthat time due to operational issues.

The operational issues at the nonent,
related to this program are not only taking away
fromthe tine of the i PLEDGE patients, but it is
taking away the tinme fromother patients in the
practi ce.

We have one testimonial that | wasn't able
to read where the physician's office and the nurse
were on hold for 45 minutes. During the hold tine,
the physician was able to excise a facial skin
cancer fromhis next patient while waiting on hold
for the system

These are the problems. There is no

conpensation for this time. It is lost tine.
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There is no conpensation for the patient naking
multiple visits back and forth to the doctor to try
to get a prescription.

There is no conpensation for the m ssed
visit where the patient cones back and is seen
again by the physician, and is maybe having to have
the pregnancy test repeated, that we don't know
where these nonies are conming from

There is no charges being held, and who is
to be held responsible for the extra office visit
and the extra pregnancy test, the patient, the
patient's insurance conpany? Should the physicians
wite this off?

W don't have the answers to these
questions, and our major concern is although we saw
many of the rules presented today from Jimfrom
Covance, there are a lot of rules that we are not
aware of, operational rules, howto enter data into
the system when can we enter data, is it the date
of the visit, is it the date afterward?

If a wonen cones into ny office and had

her pregnancy test done yesterday afternoon at 4
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o'clock, and it's today at 9 o'clock, | am not
aware until very recently that yesterday's
pregnancy test is not applicable. It has to be a
new pregnancy test done at the tine of the visit or
during the 7-day w ndow.

Most of these operational rules are not
known by prescribers.

DR CRCSS: | amDr. Goss. | ama
practicing physician. | have ordered thalidom de
for a patient and had to go through a simlar
process. No synpathy from ne.

I think we are concerned about patient
safety. If it takes extra tinme to do it safely, it
takes extra time. Under some prograns, particularly
Medi care program you can charge for tine, but if

you can't, our role is really to do the best thing

for the patient. |If it takes a little nore tine,
t ough.

Art.

MR LEVIN. | want to go back to the

| ogi stical concerns, and the reason | keep com ng

back to it is because | don't want risk managenent
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to get a bad nanme, and if a program goes into

ef fect that has severe operational difficulties,
and end up with the unintended consequence of
depriving appropriate patients, appropriate

medi cation, that is not good for anybody, because
then everybody says, well, you see what happens
when you have these conplicated ri sk managenent
progranms. They just are a burden, they get in the
way, and that's not a good thing.

So, | guess | would like to hear from FDA
and Covance, how confortable they are with this
deadline. What | just heard sonebody say is we are
working on it, it takes a couple of weeks, and then
it takes a couple of weeks to sort of get it out.

Well, a couple of weeks and a coupl e of
weeks is beyond March 1st, folks, so if that is the
case, and we are recogni zing that, should there be
some attention paid to the fact that it is
unlikely, if these kinds of problens are that
wi despread, that it is unlikely that they will all
get resolved in a satisfactory way.

You can deal with that in tw ways. One

file:///C)/dummy/0210DRUG.TXT (191 of 198) [2/21/2006 11:37:20 AM]



file:///Cl/dummy/0210DRUG.TXT

192
is you can change the deadline, say, okay, we
recogni ze you need anot her 30 days or 60 days to
really get this ironed out and nmake it work, or you
can create sort of an onbudsman program that says,
Doc, if you are having a real problem here is a
24/ 7 emergency nunber to call, sonebody will be on
the other end of that phone and actually answer,
and hel p you resolve that specific problemduring
this break-in period.

You have got to have one or the other, it
seens to ne, because | really think it would be
tragic if this kind of programgot a bad rep
because it was depriving appropriate patients of
appropri ate nedi cation.

DR. GROSS: Does anyone want to answer
t hat ?

DR KWEDER | will take it, Dr. G oss.

DR. CGRCSS: o ahead, Sandy.

DR KWEDER: | think both of those things,
that one may not be enough, because prescribers
experiences vary, prescribers office practices

vary.
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| do want to say that this is, as you have
heard, you know, it is always fascinating to ne
when | see this laid out on the slides, that it al
seens so orderly and straightforward, but it is
actually nuch nore conplicated

Thi s whol e program has taken us, and
think the conpanies, as well, into areas of
controlling distribution that we never really have
had to deal with before

One of the things that we haven't tal ked
about here is the conplications of conpletely
under standi ng the interface that the clinicians
don't see, which is the assurance, for exanple,
that only participating pharmaci es and distributors
recei ve the nedication

W haven't even tal ked about that. It is
extraordinarily difficult and it is a whole other
area of potential risk with diversion of product.
Nonet hel ess, we take the concerns raised by the
dermat ol ogi sts and other clinicians very, very
seriously.

We have recei ved comruni cation fromthem

file:///C)/dummy/0210DRUG.TXT (193 of 198) [2/21/2006 11:37:20 AM]



file:///Cl/dummy/0210DRUG.TXT

194
you know, well before this neeting, and have
al ready begun to talk with Covance and the sponsors
about how that can be addressed, and those issues
do need to be addressed.

Some of them are technical issues,
technical fixes, | have to say, that gives us great
relief that the government is not the only one that
has trouble in inplenmenting new I T systens, but
they are conpl ex.

On the other hand, as you know, we have
ot her parties who are concerned. You have a letter
in your packet from Congressnman Stupak saying that
the date absolutely should not be extended, under
no circumstances, and we have to bal ance that, but
I think ultimately, our goal is that patients and
physi ci ans have a systemthat is workabl e, because
what we don't want is we don't want to drive
clinicians and patients to sources where they won't
have any education or any safety checks in place.

| also wanted to comment on a coupl e of
things that didn't cone up. Several of you have

mentioned the difference between pharnmaci es and
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pharmacists. | don't want to give that short
shrift.

That has been a substantial point of
di scussion with the sponsors and Covance, and
trying to work out sonething that is nanageable, so
that for chain drug stores and | arge pharmaci es
that have nore than one pharmaci st and soneti nes
mul ti pl e worki ng under a particul ar conpany, that
we have a reasonably sound system of education for
t he pharnmacists who work for those pharnmacies, and
that each one of themis well schooled in the
program and its requirenents

Third, | want to nmention that sonme of the
other difficulties that we have encountered, it
will come probably as no surprise to you, there are
things that isotretinoin is used for outside of
treatnent of acne

We have heard loudly fromthe pediatric
oncol ogy comunity where isotretinoin is, while not
approved for this indication, is a standard
component, standard of care in the treatnent of

children with neurobl astoma, and these are very
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young chil dren who one would certainly never think
need pregnancy testing, and it is also dosed
differently than the program seens to allow for.

So, that is another thing that we are
wor ki ng with Covance and the sponsors on, you knhow,
ensuring that those patients, who may not have 30
days to wait, for exanple, can have access to the
medi cine. So, just to give you a flavor

DR. CGRCSS: Thank you

Jacki e.

DR. GARDNER: The timing on this deadline
in pharnmacies is coinciding with simlar hanging on
t he phone about Medicare Part D, and the sane
things. | heard this yesterday, the day before, so
| appreciate Congressman Stupak, and we
periodically cone in here and say how cone it has
taken two years to do this, that, and the other
thing, but | would hope that we could be as
reasonabl e as can be about these things, because
they are coincident, well, physicians are doing the
same thing, too.

DR CGRCSS: Any other comments?
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[ No response. ]

DR. CGRCSS: MW goodness, you are silent.

Yes, where is Tom Fl em ng when we need
hi m

[ Laught er.]

DR. CGRCSS: So, it | ooks as though we are
at the end of the neeting. M termis over with
May 31st. | amnot sure we are going to have
anot her nmeeting. |If we don't, | just want to say
this has been an eye-openi ng experience for nyself
and the other retiring nmenbers of this advisory
committee.

We understand the pressures that the FDA
is under fromthe public, the governnent, and
i ndustry, and considering all of that, | think you
have really done an amazing job, and | want to
congratulate all of the commttee nenbers for their
intelligence, their idealism and their sense of
practicality.

Thank you all very much.

[ Appl ause. ]

DR CGRCSS: The neeting is adjourned.
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[ Wher eupon, at 12:10 p.m, the neeting was

adj our ned. ]
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